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THE FUNGAL MENINGITIS OUTBREAK: COULD 
IT HAVE BEEN PREVENTED? 


WEDNESDAY, NOVEMBER 14, 2012 

House of Representatives, 

Subcommittee on Oversight and Investigations, 

Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to call, at 10:04 a.m., in room 
2123, Rayburn House Office Building, Hon. Cliff Stearns (chairman 
of the subcommittee) presiding. 

Members present: Representatives Stearns, Terry, Murphy, Bur- 
gess, Blackburn, Gingrey, Scalise, Gardner, Griffith, Barton, Upton 
(ex officio), DeGette, Schakowsky, Castor, Markey, Green, 
Christensen, Dingell, and Waxman (ex officio). 

Also present: Representative Whitfield. 

Staff present: Sean Bunyun, Communications Director; Anita 
Bradley, Senior Policy Advisor to Chairman Emeritus; Karen 
Christian, Deputy Chief Counsel, Oversight; Debbee Keller, Press 
Secretary; Katie Novaria, Legislative Clerk; Andrew Powaleny, 
Deputy Press Secretary; Krista Rosenthall, Counsel to Chairman 
Emeritus; Alan Slobodin, Deputy Chief Counsel, Oversight; Peter 
Spencer, Professional Staff Member, Oversight; John Stone, Coun- 
sel, Oversight; Tom Wilbur, Staff Assistant; Phil Barnett, Demo- 
cratic Staff Director; Tiffany Benjamin, Democratic Senior Clounsel; 
Stacia Cardille, Democratic Deputy Chief Counsel; Brian Cohen, 
Democratic Investigations Staff Director and Senior Policy Advisor; 
Eric Elamm, Democratic EDA Detailee; Kiren Gopal, Democratic 
Counsel; Elizabeth Letter, Democratic Assistant Press Secretary; 
Karen Nelson, Democratic Deputy Committee Staff Director, 
Health; Stephen Salsbury, Democratic Staff Assistant; Rachel Sher, 
Democratic Senior Counsel; Roger Sherman, Democratic Chief 
Counsel. 

OPENING STATEMENT OF HON. CLIFF STEARNS, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF FLORIDA 

Mr. Stearns. Good morning everybody, and the committee will 
come to order. 

My colleagues, we convene this hearing of the Oversight and In- 
vestigations Subcommittee to examine the recent outbreak of 
fungal meningitis linked to contaminated products made by the 
New England Compounding Center, or NECC. 

I want to extend my deepest condolences to everyone who has 
lost a loved one in this tragedy. Thirty-two people have died, in- 
cluding three within my congressional district, one in Marion 

( 1 ) 
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County. One of the persons lived right up the street from me. And 
well over 400 people have been sickened, making this one of the 
worst public health disasters ever caused by a contaminated drug 
in this country. 

After a tragedy like this, the first question we all ask is. Could 
this have been prevented? After an examination of documents pro- 
duced by the Massachusetts Board of Pharmacy and the U.S. Food 
and Drug Administration, the answer appears to be yes. 

Before this outbreak, FDA had conducted three series of inspec- 
tions of NECC, each based on a separate set of allegations or 
events. The Massachusetts Board of Pharmacy’s history with 
NECC is even more extensive, involving at least 12 separate com- 
plaints concerning NECC or its pharmacist, Mr. Cadden, since 
NECC opened in 1998. 

Over the course of these inspections, regulators noted the same 
kinds of problems at issue in the current outbreak, problems with 
sterility in violation of its own license. For example, back in 2002, 
several adverse events were reported to FDA involving patients 
who had received steroid injections made by the NECC. FDA fol- 
lowed up and inspected the company. Just 6 months after that in- 
spection, patients were again hospitalized after receiving NECC’s 
injections in what case can only be seen as a warning, just a simple 
warning of things to come. The patients infected in 2002 displayed 
meningitis-like symptoms. The product in question was the very 
same product connected to the current outbreak. In that case, the 
NECC drug was contaminated with bacteria. 

After the 2002 meningitis cases, officials from FDA and the State 
pharmacy board met in 2003 to review NECC’s conduct. Now, dur- 
ing this meeting, the FDA made a prophetic statement. The FDA 
stated that there was “the potential for serious public health con- 
sequences if NECC’s compounding practices, in particular those re- 
lating to sterile products, are not improved.” 

Even though FDA was clearly aware of the risks posed by 
NECC’s compounding practices, the agency was simply slow to act. 
In fact, it took FDA 4 years after finding problems with the 
NECC’s sterility practices and violations of the Food, Drug and 
Cosmetic Act to issue a simple warning letter. The company chal- 
lenged the charges FDA made in the 2006 warning letter. It took 
FDA another 2 years to respond to the company’s claims. When 
FDA finally responded in 2008, 6 years after the agency first in- 
spected the NECC, it directed the company to correct the violations 
and warned that it would follow up with future inspections. But 
the FDA never did so. FDA didn’t even follow up after the Colorado 
Board of Pharmacy notified the agency in 2011 that the NECC was 
again sending its drugs to out-of-State hospitals without first re- 
ceiving patient prescriptions. FDA didn’t even refer this complaint 
to the Massachusetts board for follow up. We are left to wonder 
what would have happened if FDA had investigated or at least in- 
formed the Massachusetts Board of the Colorado of this complaint. 
It is possible that this outbreak very well might have been pre- 
vented. 

My colleagues, we are joined today by Joyce Lovelace, whose hus- 
band, Eddie, passed away in September. Mrs. Lovelace, we sin- 
cerely thank you for sharing your story with us today. I pledge that 
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we will get to the bottom of this so we can ensure that this out- 
break, things like this never ever occur again. 

We are also joined by Commissioner Hamburg of the FDA and 
Commissioner Smith of the Massachusetts Department of Public 
Health. I am interested in learning whether they think this out- 
break could have been prevented and whether their agencies did 
enough to stop it. 

This committee has a long history of conducting bipartisan over- 
sight, and this investigation is no exception. So it is my sincere 
hope that this hearing will serve and it is an opportunity to deter- 
mine the reasons why such a history as this does not repeat itself. 

[The prepared statement of Mr. Stearns follows:] 
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Opening Statement of the Honorable Cliff Stearns 
Subcommittee on Oversight and Investigations 
Hearing on The Fungal Meningitis Outbreak; Could It Have Been Prevented? 
November 14, 2012 

f/As Prepared for Delivery) 

We convene this hearing of the Oversight and Investigations Subcommittee to examine the recent 
outbreak of fungal meningitis linked to contaminated products made by the New England Compounding 
Center, or NECC. 

I want to extend my deepest condolences to everyone who has lost a loved one in this tragedy. Thirty-two 
people have died — including three within my district in Marion County, Florida, one of whom lived right up 
the street from me — and well over 400 people have been sickened, making this one of the worst public 
health disasters ever caused by a contaminated drug in this country. 

After a tragedy like this, the first question we all ask is: could this have been prevented? After an 
examination of documents produced by the Massachusetts Board of Pharmacy and the U.S, Food and 
Drug Administration - the answer here appears to be yes. 

Before this outbreak, FDA had conducted three series of Inspections of NECC, each based on a separate 
set of allegations or events. The Massachusetts Board of Pharmacy's history with NECC is even more 
extensive, involving at least 12 separate complaints concerning NECC or its pharmacist, Mr. Cadden, 
since NECC opened in 1998. Over the course of these inspections, regulators noted the same kinds of 
problems at issue in the current outbreak - problems with sterility and violations of its license. 

For example, back in 2002, several adverse events were reported to FDA involving patients who had 
received steroid injections made by the NECC. FDA followed up and inspected the company. Just six 
months after that inspection, patients were again hospitalized after receiving NECC injections. In what 
can only be seen as a warning of things to come, the patients infected in 2002 displayed meningItis-like 
symptoms. The product in question was the very same product connected to the current outbreak. In that 
case, the NECC drug was contaminated with bacteria. 

After the 2002 meningitis cases, officials from FDA and the state pharmacy board met in 2003 to review 
NECC's conduct. During this meeting, the FDA made a prophetic statement. The FDA stated that there 
was “the potential for serious public health consequences if NECC's compounding practices, in particular 
those relating to sterile products, are not improved." 

Even though FDA was clearly aware of the risks posed by NECC's compounding practices, the agency 
was slow to act. In fact. It took FDA four years after finding problems with NECC’s sterility practices and 
violations of the Food Drug and Cosmetic Act to issue a Warning Letter, The company challenged the 
charges FDA made In the 2006 Warning Letter. It took FDA another two years to respond to the 
company's claims. When FDA finally responded in 2008 - six years after the agency first inspected the 
NECC - it directed the company to correct the violations and warned that it would follow-up with future 
inspections. But FDA never did. FDA didn't even follow-up after the Colorado Board of Pharmacy notified 
the agency in 201 1 that NECC was again sending its drugs to out-of-state hospitals without first receiving 
patient prescriptions, FDA didn’t even refer this complaint to the Massachusetts Board for foilow-up. We 
are left to wonder what would have happened if FDA had investigated, or at least informed the 
Massachusetts Board of the Colorado complaint. It is possible that this outbreak very well might have 
been prevented. 

We are joined today by Joyce Lovelace, whose husband Eddie passed away in September. Ms. 

Lovelace, we thank you for sharing your story with us today. I pledge that we will get to the bottom of this 
so we can ensure that an outbreak like this never happens again. 
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We are also joined by Commissioner Hamburg of the FDA and Commissioner Smith of the 
Massachusetts Department of Public Health. I am interested in learning whether they think this outbreak 
could have been prevented and whether their agencies did enough to stop it. 

This committee has a long history of conducting bipartisan oversight, and this investigation is no 
exception. It Is my sincere hope that this hearing will serve as an opportunity to determine the reasons 
why so that history doesn't repeat itself. 
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Mr. Stearns. And with that, I give the remaining time to Chair- 
man Emeritus Joe Barton. 

Mr. Barton. I think your time has expired, Mr. Chairman. 

Mr. Stearns. OK, well, then we will go to 

Mr. Barton. If there is time at some point 

Mr. Stearns. I think we will go to the ranking member, Ms. 
DeGette, who is recognized for 4 minutes. 

OPENING STATEMENT OF HON. DIANA DEGETTE, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF COLO- 
RADO 

Ms. DeGette. Thank you very much, Mr. Chairman. And I do 
appreciate your taking the time to have this hearing on the very 
day that we return from the recess because this is such an impor- 
tant public health issue, and we are acting in a bipartisan way. I 
am also glad about that. 

The contaminated steroid injection sold by the New England 
Compounding Company have caused 438 cases of fungal meningitis 
spanning 19 States. Thirty-two people have died, and I am afraid 
that number could continue to climb. 

We have four witnesses today to help us examine how this could 
have happened, and I am very eager to hear from the EDA and the 
Massachusetts Board of Registration and Pharmacy, the agencies 
with primary regulatory authority over NECC, just how we got 
here. I want to hear from Mr. Barry Cadden about how on Earth 
his company could have been so irresponsible causing the deaths 
of so many Americans. And I’m looking forward to hearing from 
Mrs. Lovelace, who, as you heard, is the wife of one of the first vic- 
tims in this tragedy. 

I want to join with Mr. Stearns, Mrs. Lovelace, in expressing my 
deep, deep sadness for your loss, and I really want to thank you 
today. It can’t be easy. 

And Congressman Whitfield, thank you so much for accom- 
panying her today. I know this is hard for you, but it is important. 

Mr. Chairman, the facts that we have uncovered so far in this 
investigation reveal frightening failures on multiple levels, and this 
is one of those real cases where there is a lot of blame to go around 
for a lot of people. 

Mr. Cadden repeatedly failed to ensure that NECC and its sister 
companies were following appropriate safety rules and guidelines. 
Again and again, reports of problems with the facility were brought 
to the attention of the Massachusetts Board of Registration and 
Pharmacy, which failed to act. The board was informed of prob- 
lems, via complaints or even from its own inspections, in 1999, 
2002, 2003, 2004 and even just this past summer. But somehow, 
NECC was able to keep its license, avoid significant penalties and 
continue its operations until tragedy struck all across the Nation. 

We also need to hear an explanation from the FDA. Just like the 
Massachusetts board, FDA inspectors and officials were repeatedly 
informed of problems at NECC, but the strongest action taken by 
the FDA was a warning letter sent to the company in 2006, a letter 
that appeared to have very little effect. The FDA tells us that they 
were hobbled by questions about whether they had the legal au- 
thority to address the problems at the NECC. 
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If this is true, Mr. Chairman, this is a problem that demands 
this full committee’s immediate attention. We need to clarify the 
Food, Drug and Cosmetics Act, which apparently limits the FDA’s 
jurisdiction over compounding pharmacies, and we need to make 
sure that for these large pharmacies like this, that they have the 
ability to act and to act quickly on behalf of patients. 

Over 30 people have died from this meningitis outbreak because 
too many signals about the risk were missed. One of those signals, 
as the chairman said, came from my home State of Colorado. In 
2011, the Colorado State Board of Pharmacy determined that 
NECC was distributing unlicensed and unregistered drugs in the 
State and issued a cease-and-desist order. But this was not all the 
Colorado officials could do, and it was not enough to stop NECC’s 
action. Colorado officials notified the Massachusetts Board of Phar- 
macy, and Massachusetts did nothing. The Colorado Board of Phar- 
macy did the right thing, but the system failed. NECC did not im- 
prove its operation. The FDA did not act. And Massachusetts did 
not act. 

Now, Mr. Chairman, for a long time, we have all had sort of a 
Norman Rockwell vision of the pharmacists who manufacture the 
drugs our families rely on, the kindly old gentleman in the white 
coat in the back of the store mixing the prescriptions for the little 
child with the illness. Unfortunately, this tragedy makes clear that 
large corporate compounding pharmacies are operating unchecked 
by appropriate safeguards, even as American families trust their 
lives. So we need to work together now, Mr. Chairman, to make 
sure this crisis is not repeated. And I will yield the remainder of 
my time to Mr. Markey from Massachusetts. 

OPENING STATEMENT OF HON. EDWARD J. MARKEY, A REP- 
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH 

OF MASSACHUSETTS 

Mr. Markey. I thank the gentlelady. 

New England Compounding Center is in my district in Fra- 
mingham. My deepest condolences go to all victims and their fami- 
lies. 

NECC was no stranger to Federal and State regulators. It had 
been the subject of eerily similar safety complaints in 1999, 2001 
and 2002. Yet, in 2002, NECC’s owner, Barry Cadden was ap- 
pointed to the State’s task force charged with developing new regu- 
lations for compounding pharmacies. And in June of 2006, the 
State board waived sanctions. 

My report, which I have completed on this issue, shows that even 
before the current outbreak there were at least 23 deaths, 86 seri- 
ous injuries associated with unsafe compounding pharmacy prac- 
tices. 

To Jerry Cohen, Melanie Norwood, and Joyce Lovelace, I want to 
commit to you and to all of the victims that I will not stop until 
we make sure that these industries are safe. 

I thank you for your courage. We have to make sure that this 
never happens again. 

I yield back. 

Mr. Stearns. Thank you. 

The gentleman yields back. 
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I recognize the full chair of the committee, the distinguished gen- 
tleman from Michigan, Mr. Upton. 

OPENING STATEMENT OF HON. FRED UPTON, A REPRESENTA- 
TIVE IN CONGRESS FROM THE STATE OF MICHIGAN 

Mr. Upton. Thank you. 

You know, when we first began this investigation over a month 
ago, we knew that people were sick, and we knew that people had 
died and were dying due to contaminated medicine made by the 
New England Compounding Center. 

One of my constituents, too, a grandmother from Cass County, 
lost her life tragically to these contaminated drugs. 

The loss of innocent lives is tragic enough, but what makes this 
tragedy worse is the fact that it seems that these deaths and ill- 
nesses could have been prevented. The NECC was not unknown to 
its regulators. It was not operating under the shadow of darkness. 
The NECC plant is about a 30-minute drive from the FDA’s New 
England District Office, and the FDA and NECC’s State regulator, 
the Massachusetts Board of Pharmacy, had inspected NECC’s facil- 
ity a number of times since the company opened its doors back in 
1998. 

FDA even issued a warning letter to the NECC in 2006, and the 
Massachusetts Board of Pharmacy entered into a consent agree- 
ment with the company that same year. 

I was stunned and angered to learn that inspection of the NECC 
by the FDA and the Massachusetts Board over 10 years ago identi- 
fied contamination in the very same drug at issue in the current 
outbreak. The reason for that inspection? Patients had been hos- 
pitalized with meningitis-like symptoms. 10 years later, we are in 
the midst of an unthinkable worst-case scenario. The body count is 
growing by the day, and hundreds, hundreds have fallen ill. Inex- 
cusable. 

Today we are going to hear from the Massachusetts Department 
of Public Health and the FDA about their history and the NECC 
and why they treated the company the way that they did. Why did 
State and Federal regulators feel confident that this company could 
make drugs safely after repeatedly finding that the company’s 
drugs were contaminated back in 2002? After observing multiple 
violations of the Food, Drug and Cosmetic Act leading up to the 
FDA’s 2006 warning letter, why did the agency fail to conduct a 
single follow-up inspection? 

The committee expects the cooperation of the FDA, the Massa- 
chusetts Board and the company as we try to uncover the facts as 
to ensure that this never happens again. Thirty-two innocent 
Americans have died during this outbreak, and the public deserves 
to know what went wrong. I thank Dr. Smith and Dr. Hamburg for 
agreeing to testify today. The Massachusetts Board in particular 
has provided thousands of pages of documents relating to the 
NECC. 

Thank you. Dr. Smith, for making yourself and your staff avail- 
able to the committee. I wish I could say the same about the FDA. 

Commissioner Hamburg, the FDA still has not provided the key 
timeline information requested by the committee more than a 
month ago. The FDA has not provided its communications relating 
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to the NECC. FDA needs to focus on protecting public health by 
cooperating with its authorizing committee. We are going to insist 
today on a firm timetable from you as to when you can produce 
those documents and the rest of the requested information. The 
sooner that the FDA cooperates, the sooner we can determine what 
went wrong and what we need to do to fix it so it doesn’t happen 
again. 

Mrs. Lovelace, our hearts are with you. They really are. We ap- 
preciate your testimony during this very, very tough time, and I 
yield the balance of my time to Mr. Barton. 

[The prepared statement of Mr. Upton follows:] 
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Opening Statement of the Honorable Fred Upton 
Subcommittee on Oversight and investigations 
Hearing on The Fungal Meningitis Outbreak: Could It Have Been Prevented? 
November 14, 2012 
(V\s Prepared for Delivery) 

When we first began this investigation just over a month ago, we knew people were sick and we knew 
people had died and were dying due to contaminated medicine made by the New England Compounding 
Center. One of my own constituents, a grandmother from Cass County, Michigan, sadly lost her life to the 
contaminated drugs. 

The loss of innocent lives is tragic enough. But, what makes this tragedy worse is the fact that it seems 
these deaths and illnesses could have been prevented. The NECC was not unknown to its regulators. It 
was not operating under the shadow of darkness. The NECC plant is about a thirty-minute drive from the 
FDA’s New England District Office, The FDA and NECC's state regulator, the Massachusetts Board of 
Pharmacy, had inspected NECC's facilities multiple times since the company opened its doors in 1998. 
FDA even issued a Warning Letter to the NECC in 2006. The Massachusetts Board of Pharmacy entered 
into a consent agreement with the company that same year. I was stunned and angered to learn that an 
inspection of the NECC by the FDA and the Mass Board over 10 years ago identified contamination in the 
very same drug at issue in the current outbreak. The reason for that inspection? Patients had been 
hospitalized with meningitis-like symptoms. Ten years later, we are in the midst of an unthinkable, worst- 
case scenario - the body count is growing by the day - and hundreds have fallen ill. This is simply 
inexcusable. 

Today, we will hear from the Massachusetts Department of Public Health and the FDA about their history 
with the NECC and why they treated the company the way they did. Why did state and federal regulators 
feel confident that this company could make drugs safely, after repeatedly finding that the company's 
drugs were contaminated back in 2002? After observing multiple violations of the Food, Drug, and 
Cosmetic Act leading up to FDA's 2006 Warning Letter, why did the agency fail to conduct a single follow- 
up inspection? 

The committee expects the cooperation of the FDA, the Massachusetts Board, and the company as we 
try to uncover the facts so as to ensure this never happens again. Thirty-two innocent Americans have 
died during this outbreak and the public deserves to know what went wrong. I thank Dr. Smith and Dr. 
Hamburg for agreeing to testify today. The Massachusetts Board, in particular, has provided thousands of 
pages of documents relating to the NECC. I thank you. Dr, Smith, for making yourself and your staff 
available to the committee staff as we investigate this outbreak. I wish I could say the same about the 
FDA. Commissioner Hamburg, the FDA still has not provided key timeline information requested by the 
committee over a month ago. The FDA has not provided its communications relating to the NECC. FDA 
needs to focus on protecting public health by cooperating with its authorizing committee. I want a firm 
timetable today from you on when you will produce your documents and the rest of the requested 
information. The sooner FDA cooperates, the sooner we can determine what went wrong and ensure we 
never endure a deadly outbreak like this one. 

Mrs. Lovelace, 1 want to thank you for your testimony today during this very difficult time - we all are 
deeply saddened for your loss. 

### 
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OPENING STATEMENT OF HON. JOE BARTON, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Barton. Thank you, Mr. Chairman. 

You have heard the old saying, you can bring a horse to water, 
but you can’t make it drink. Well, you can take a regulator to a 
problem, but you can’t make it regulate. 

And we have got numerous cases in the last 10 to 15 years of 
State and Federal regulators being made aware of problems at this 
particular company, and they go out and investigate, or they ask 
for documentation, and then they issue some sort of a general rep- 
rimand or, in some cases, do nothing at all. 

It is an absolute tragedy without any question that 32 people 
have died, and it is very unlikely that that is going to be the end 
of the death toll. 

We have got to get our regulatory authority, both at the State 
and Federal level, when you have what appears to be a back bad 
actor like this company, you have got to get the regulators to use 
the authority that the States have given them and the Congress 
has given them to stop these practices. 

And if you read the reports of both the majority and the minority 
staff that was prepared for this hearing, there are repeated in- 
stances of where an inspector just walking through could see obvi- 
ously contamination in the various batches of this particular prod- 
uct, and it has been going on for 10 to 15 years. 

So I want to thank Chairman Upton and Subcommittee Chair- 
man Stearns and Ranking Member Waxman and DeGette for, on 
a bipartisan basis, immediately calling for this hearing, imme- 
diately asking that the facts be made present, and let’s find out 
what the facts are and then do what is necessary to put a stop to 
this once and for all. 

With that, Mr. Chairman, I yield back. 

[The prepared statement of Mr. Barton follows:] 
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Opening Statement of the Honorable Joe Barton 
Subcommittee on Oversight and Investigations, Hearing 
“The Fungal Meningitis Outbreak: Could It Have Been Prevented?” 

November 13, 2012 

Thank you Mr. Chairman for holding this important hearing. Unfortunately, we 
sit here today to review the facts and figure out what could have been done differently to 
prevent the recent outbreak of fungal meningitis that has left 32 innocent people dead. 

The contamination comes from an injectable steroid compounded and distributed 
by the New England Compounding Center (NECC). When you read the Committee 
Memo for this hearing and the recent media reports, you can’t help but ask “how did this 
happen?” 

For over a decade, the State of Massachusetts and the Food and Drug 
Administration (FDA) have been investigating and expressing concerns about the 
compounding practices at NECC. It appears that a perfect storm was forming. The facts 
indicate that the President of NECC, Barry Cadden, acted negligently and his facility was 
plagued with sterilization problems, the state and federal government received numerous 
complaints about the NECC and practiced a lot of bureaucratic hula-hooping, and 
ultimately they both failed to take formal action against the NECC in time to prevent this 
current catastrophe. 

In Texas we have a saying, you can lead a horse to water, but you can’t make it 
drink. Weil the same is true in this situation. You can lead the regulators to a problem, 
but you can’t make them regulate. 

The public deserves answers from the NECC, the FDA, and the Massachusetts 
Department of Public Health, all of whom were invited to testify today, and this 
Committee will not stop our investigation until we get them. 
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Mr. Stearns. The gentleman yields back. 

I recognize the ranking member of the full committee, the gen- 
tleman from California, Mr. Waxman, for 5 minutes. 

OPENING STATEMENT OF HON. HENRY A. WAXMAN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF CALI- 
FORNIA 

Mr. Waxman. Thank you very much, Mr. Chairman. 

I want to thank you for holding this hearing and working with 
the Democrats in making this a bipartisan hearing. We are con- 
vening in the midst of an ongoing public health tragedy. The New 
England Compounding Center shipped across State lines over 
17,000 vials of a steroid, an untold number of which were contami- 
nated with a dangerous fungus, these injections have so far killed 
32 people and sickened 438 people with meningitis. This is a trag- 
edy that has brought unspeakable devastation to so many families. 

That is why I’m very grateful, Mrs. Lovelace, for you being here 
today. It takes a lot of courage for you to come forward and speak 
about this, but it is important that you do so. 

The facts that we have learned to date are very, very troubling. 
First of all, let’s not lose sight of the wrongdoer as we go around 
blaming regulators. The regulators deserve blame, but the primary 
blame, in my mind, is the company. We had to subpoena the 
former President of the NECC, Barry Cadden, to be here to testify 
about how this company handled the matter. And what we learned 
was that even 10 years ago, people who are regulating the company 
found that there were sloppy practices that could lead to a public 
health problem. In fact, the FDA 10 years ago knew that there 
could be a possible meningitis outbreak, and it wasn’t corrected by 
the company. 

And the company went about its ways, I suppose always telling 
people that they are going to behave better, they are going to 
change their ways. Well, that doesn’t mean we don’t insist on regu- 
lators watching out for the public interest. 

And I am pleased that both sides of the aisle are talking about 
the need for regulation, and what we need to do is straighten out 
who has what responsibility to be sure it is clear. 

The Massachusetts Board of Registration and Pharmacy and 
other State regulators and health care providers identified the 
problem at the company. The Massachusetts Board inspected the 
facility after the outbreak. They found a horrifying list of problems, 
and it is shameful that those that ran this facility allowed this to 
happen. 

The Massachusetts Board had primary jurisdiction, no one ques- 
tions, that the State had primary jurisdiction to regulate the com- 
pany. They were informed numerous times of problems. They even 
did their own investigation identifying serious issues, but the board 
never took actions tough enough to stop the New England 
Compounding Center from putting consumers at risk. 

And finally, we have FDA. FDA was informed of the problems. 
They conducted investigations. They raised concerns about the 
NECC, but the most aggressive action the agency took was a warn- 
ing letter in 2006. That letter and previous attempts by the FDA 
to inspect and review NECC’s actions were met with stubborn re- 



14 


fusals and a challenge to FDA’s authority. Well, the FDA is ques- 
tioning their authority. Congress acted specifically in 1997 to limit 
the authority of the FDA and there was a Supreme Court case that 
left the FDA in doubt as to exactly the authority it had left. 

This tragedy demands action from this Congress. Mr. Markey 
has a bill that is a good start. I think we want to work during this 
lame duck session to pass bipartisan legislation that preserves 
compounding pharmacies’ abilities to operate safely in appropriate 
situations, yet gives FDA the clear and effective authority to pre- 
vent compounders from becoming dangerous drug manufacturers, 
like the NECC. 

Mr. Chairman, I want to yield the balance of my time to Mr. Din- 
gell. 

Mr. Stearns. The gentleman from Michigan is recognized for the 
balance of the time, but with the consent, unanimous consent, that 
you could have additional 2 minutes and we have additional two 
speakers that will speak each a minute a piece after you, if that 
is by unanimous consent accepted. 

Mr. Dingell. I’m not about to make it difficult, and I do thank 
you for the courtesy, Mr. Chairman. 

Mr. Stearns. With unanimous consent, so ordered. 

And the gentleman, distinguished chairman emeritus of the full 
committee under the majority and the Dean of the House, is recog- 
nized 3 minutes. 

OPENING STATEMENT OF HON. JOHN D. DINGELL, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF MICHI- 
GAN 

Mr. Dingell. Mr. Chairman, I thank you for your courtesy. I 
commend you for holding this hearing, and I’m very pleased with 
the speed with which the committee has responded. 

I ask unanimous consent to revise and extend my remarks, and 
I note that my home State of Michigan leads the country in the 
number of cases related to this fungal meningitis outbreak with 
129 patients affected and 9 deaths. These individuals and their 
families deserve answers as to how this was able to occur. We also 
need to ensure our people that the pharmaceuticals that they pur- 
chase are safe. It is clear that the New England Compounding Cen- 
ter, which has a long history of sterility issues and significant other 
problems, was not properly regulated by either Federal or State au- 
thorities and that the sitting on the border between of the two au- 
thorities, they were able to disregard their responsibilities and lead 
us into a bad situation. 

It is further clear that NECC blatantly chose not to address defi- 
ciencies and violations found by FDA and the Massachusetts Board 
of Pharmacy and additionally compounded these steroids without 
patient-specific prescriptions as required by Massachusetts State 
law. 

While I recognize that compounding serves an important public 
health purpose, I am concerned that NECC was operating at such 
a volume as to be outside what may properly be considered tradi- 
tionally pharmacy compounding and may instead be properly clas- 
sified as a drug manufacturer and engaged in drug manufacturing. 
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Warnings were given on many occasions to all concerned, and we 
are going to have to see to it that that situation does not again ob- 
tain. 

I would note that we have sort of the classic system of the trag- 
edy of the commons before us, where what belongs to everybody or 
more than one appears to belong to no one, and as a result, neither 
agency responsible for its actions dealt with the problems. 

I’m sure this committee hopes and intends to work with all of us 
together on both sides of the aisle to find out how new FDA au- 
thorities can address the issue before us with proper expansions of 
regulatory authority and what additional statutory authority may 
be needed to prevent future outbreaks like the one from which we 
are now suffering. 

I am fearful, Mr. Chairman, that this problem is something 
which will require fairly strong legislation, but I’m satisfied it is 
fairly easily done. 

I thank you for your courtesy to me, and I yield back the balance 
of my time. 

Mr. Stearns. I thank the distinguished gentleman and now rec- 
ognize the gentleman from Virginia, Mr. Griffith, for 1 minute. 

OPENING STATEMENT OF HON. H. MORGAN GRIFFITH, A REP- 
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH 

OF VIRGINIA 

Mr. Griffith. Thank you, Mr. Chairman, and thank you so much 
for holding this hearing. 

Like so many others who have spoken, my area in the Roanoke 
Valley and the New River Valleys of Virginia have been particu- 
larly hard hit. We have had two fatalities, and I was on the phone 
this morning with the father of the youngest victim to date in the 
United States, a young man who just turned 16 when he was 
stricken down. He has the advantages of age, but they don’t know 
what his end result will be. On the Friday before he was stricken, 
he caught, as a sophomore, caught three interceptions in a football 
game, ran one back for a touchdown, just a great athlete, this gives 
him some advantages, but how will his life be changed? We don’t 
know. 

Our job here is to find out why this happened and then to make 
sure that it doesn’t happen again. And I look forward to working 
with everyone to make sure that we get to the bottom of this in 
a bipartisan fashion and also want to thank Mrs. Lovelace for 
being here today and express sorrow for your loss. 

With that, Mr. Chairman, I yield to Mrs. Blackburn. 

Mr. Stearns. The gentlelady from Tennessee is recognized for 1 
minute. 

OPENING STATEMENT OF HON. MARSHA BLACKBURN, A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF TEN- 
NESSEE 

Mrs. Blackburn. Thank you, Mr. Chairman, I am appreciative 
of the work that you and your staff have done and the manner in 
which we have moved forward so quickly on this issue. 

And I do want to welcome our witnesses. 
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And Mrs. Lovelace, we do welcome you. We are appreciative that 
you would take your time to join us. 

According to the CDC, 81 Tennesseans have been affected with 
fungal meningitis, and 13 Tennesseans have lost their life. This is 
something that is of tremendous concern to us, and it is because 
of this and on behalf of my constituents and those families that 
have been adversely impacted by this fungal meningitis outbreak, 
I am interested to hear why the FDA did not pursue any enforce- 
ment actions against NECC, despite having emphasized nearly a 
decade ago, nearly a decade ago, the potential for serious public 
health consequences. These are answers that we are looking for. 
They are questions that we have each approached during our com- 
ments, and I look forward to the hearing. 

I yield back. 

Mr. Stearns. The gentlelady yields back. 

We are now ready to have our first panel. Our first panel is Mrs. 
Joyce Lovelace. She is the wife of the late honorable Eddie C. 
Lovelace. Judge Lovelace served as a circuit judge for the 40th Ju- 
dicial Circuit in Kentucky’s Clinton, Cumberland and Monroe 
Counties. 

Judge Lovelace was the first confirmed death as a result of the 
fungal contamination from steroid injections. 

Before Mrs. Lovelace begins her testimony, I would like to recog- 
nize her congressman, the distinguished gentleman from Kentucky, 
who is also chairman of the Energy and Power Subcommittee and 
represents the First District of Kentucky, for an introduction of 
Mrs. Lovelace. 

Mr. Whitfield. Chairman Stearns, thank you very much, and 
Ranking Member DeGette and all of the members of this com- 
mittee. 

We genuinely appreciate your being here to investigate this very 
important issue. 

I feel very fortunate to be here with Joyce Lovelace today, not 
only because she is a constituent but because, ever since I have 
been a Member of Congress, Joyce and her husband, Eddie, have 
been very good friends of mine. They lived in Albany, Kentucky. 
We talk about statistics and figures, and yet when you look at the 
individual lives involved, it makes all the difference in the world. 

Joyce and Eddie were married almost 56 years. He died on Sep- 
tember the 17th, 2012, as a result of complications from the con- 
taminated steroid injection that caused fungal meningitis and 
which is the focus of this hearing. He was 78 years old, but I might 
say that most people who met him thought he was 50 years old be- 
cause he walked 3 or 4 miles every day. He was a circuit judge, 
was one of the leading legal scholars in Kentucky, had also served 
as a chief prosecutor, a county attorney, and he was one of those 
people involved in every aspect of the community of Albany. So we 
will all miss Eddie Lovelace, and we will never forget him. 

And at this time, I want to thank Joyce very much for being will- 
ing to share her story and Eddie’s story with the committee. And 
Joyce, thank you very much for being here with us this morning. 

Mr. Stearns. I thank my colleague for that fine introduction. 
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STATEMENT OF JOYCE J. LOVELACE, WIFE OF EDDIE C. 

LOVELACE 

Mr. Stearns. Ms. Lovelace, you are aware that the committee is 
holding an investigative hearing and when doing so has had the 
practice of taking testimony under oath. 

Do you have any objection to testifying under oath? 

Mrs. Lovelace. No. 

Mr. Stearns. The chair then advises you that under the Rules 
of this House and the rules of the committee, you are entitled to 
be advised by your counsel. Do you desire to be advised by counsel 
during your testimony today? 

Mrs. Lovelace. I’m fine. 

Mr. Stearns. In that case, if you are able to stand — if not, then 
please raise your right hand, and I will swear you in. 

[Witness sworn.] 

Mr. Stearns. You are now under oath and subject to the pen- 
alties set forth in Title 18, Section 1001 of the United States Code. 
We welcome you today and your can now give your 5-minute sum- 
mary opening statement if you would. 

Mrs. Lovelace. Thank you, Mr. Chairman and members of the 
committee. I’m very much encouraged by what I have heard from 
you today, that you do plan to move on this and to investigate this 
matter. That is basically what my family and I desire, is to get to 
the bottom of this and make sure that it never happens to another 
family because we have lived a nightmare. We will be living this 
nightmare for ages to come. It is something that probably we will 
never really be able to get closure because it was such a useless 
thing that happened to my husband. 

I don’t have any notes. My husband hated notes. Obviously, he 
can’t be here, and I’m here on his behalf. So I’m just speaking from 
the heart, and I think he would not want me to have notes. He 
never read, he always spoke. 

I was fortunate enough to have been married to this amazing 
man for nearly 56 years. And I won’t say that it was always pleas- 
ant or smooth or anything, and I don’t think any marriages are, 
but we worked together in his office. We were married when he 
was in law school. And I worked and helped him make his way 
through law school, and then we moved to Albany and made our 
home there. And he immediately began to get involved in civic mat- 
ters, community matters. He taught Sunday school 42 years. He 
was still teaching when he passed away. He was a gifted speaker. 

Really, I just want these people to know what kind of a person 
that has perished because of their lack of concern. My family is bit- 
ter. We are angry. We’re heartbroken. We’re devastated. And I just 
come here begging you to do something about the matter. 

I cannot say enough good about him. He was bigger than life in 
any setting that you put him in. And I worked in his office along- 
side of him, so I’ve seen all sides and have seen him interact with 
all classes of people in all situations. And he had a gift of working 
with people. He was compassionate. He wanted to help the people 
that needed it. He always wanted the victim in any to be taken 
care of and given full consideration. And it’s ironic that he winds 
up the victim in this. 
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Our family, I can’t begin to tell you what I have lost, my 
soulmate, my partner, words don’t, can’t describe. Our older grand- 
children. He was their anchor, their rock. They looked to him for 
advice. He guided the older ones through college and helped them 
decide what steps or what direction that they wanted to take. Our 
oldest granddaughter became an attorney based upon her apprecia- 
tion I think for him and the work that he did. And he had 2 more 
years left in his term as judge. He planned to complete that term 
and go in practice with our granddaughter and help her get start- 
ed. Now she has no one. 

Our younger grandchildren have lost the best playmate they ever 
had. He played anything that our grandchildren asked him. They 
could dress him up. They could do anything, and he was happy to 
do it. They all wanted Papaw, our youngest granddaughter asked 
him, even when gas prices were so high, and they still are, asked 
him, you drive me around Pops and let me just read. And he would 
get her in the car, and he would drive and let her read her books. 
She is now in the sixth grade, and she is an avid reader. But these 
are some of the things that we are going to miss. 

He had a very legal mind. He studied the law. Every weekend, 
on Friday, he wanted all the opinions of the appellate courts print- 
ed out and that was his weekends, reading. He would get kind of 
miffed at us if we didn’t get it done because that would ruin his 
weekend. 

Now he wasn’t a sick individual. He was healthy. He walked 3 
miles every morning before I would even get out of bed. He wanted 
to stay active. He didn’t have the appearance of a 78-year-old man 
until about the second injection, and then we began to see the dif- 
ference, for he had walked those streets every morning, he was 
stumbling, he was losing his balance, he fell often. He began to 
have headaches, which he never had before. And I was really con- 
cerned at his appearance. He had the look of someone who might 
have cancer. He had a physical examination just mayhe 2 weeks 
before he fell sick, before he became sick, and they found nothing 
wrong. The only problems he had were kidney stones and allergies, 
neither of which I think would have taken his life. 

On the 11th of September, he began to have numbness in his 
hand, and we begged him to go to the emergency room, and he de- 
clined. That evening, he had a bad headache, and then he told me 
that two fingers on his hand were not right. He couldn’t use those 
two fingers. Then it became his fist; he couldn’t. But he still would 
not go to the emergency room. He just was an individual that was 
not sick that much, and he wasn’t going to go to doctors. He just 
didn’t go until he had to. 

The next morning, of course, he had been up, and when I got up, 
he was hollering for me in the kitchen. He had a horrible look on 
his face. I will never forget that expression. And he said, my legs 
don’t work. He said. I’ve been out twice to get my paper, and I’ve 
fallen twice. Our daughter is a nurse, and I called her and she took 
him to the emergency room. 

I believe they did a CT scan there, and it didn’t show anything, 
but based on his symptoms they transferred him to the Vanderbilt 
in Nashville. To back up, he had had a car accident in March, the 
last of March and had injured his lumbar and cervical spine. And 
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he had gone through his physical therapy. He had done everything 
the doctors had told him to do in an effort to try to get better. To 
be able to work was number one on his mind, to get back on the 
job. He was transferred — he was referred to a Dr. Abrams, a neuro- 
surgeon at St. Thomas, and that’s where he received these injec- 
tions at the St. Thomas Neurosurgical Outpatient Center. They ad- 
mitted him to Vanderbilt on the 12th. He immediately, just within 
a day or two, started declining fast, I mean rapidly. His speech be- 
came slurred. He lost the use, he had no grip in his left hand. He 
could not move his left foot. He had no eye-hand coordination. He 
could not feed himself. It was a nightmare to see this man who was 
perfectly healthy one moment and then just so quickly going down- 
hill, and everything the doctors were doing for him didn’t — was to 
no avail. The medicine, whatever they did, it was not helping him 
in the least. And he just declined so rapidly, that on the 17th, he 
passed away. 

And people, it was not an easy death that we witnessed. And 
these are human beings that these committees, the FDA, the 
NECC, whoever is responsible. I want them to know their lack of 
attention to their duties cost my husband his life, cost my family, 
caused them a loss that we will never recover from. And if you 
don’t do your job, it may not appear to be anything to you, but you 
are affecting human lives, valuable human lives. My husband was 
valuable to us. And I cannot beg you enough, bipartisan, I don’t 
care what party, work together 

Mr. Stearns. We will do. 

Mrs. Lovelace. And please legislate this so no other family has 
to go through what we have. 

[The prepared statement of Mrs. Lovelace follows:] 
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Mister Chairman and members of the United States House Energy & Commerce 
Committee. 

My husband, Hon. Eddie C. Lovelace, died on the 17'*' day of September, 2012 as 
a result of fungal contamination from a series of epidural steroid injections which he 
received at the St. Thomas Outpatient Neurosurgical Clinic in Nashville, Tennessee. I 
want to express my thanks to this committee, members of the news media, lawyers and 
citizens who have diligently worked to bring light to one of our nations darkest healthcare 
secrets. This product was manufactured by the New England Compounding Pharmacy, 
Inc., d/b/a New England Compounding Center, located in Framingham, Massachusetts 
under the guise of compounding drugs. This company and many others operate with little 
or no regulation and in violation of both federal and state laws. 

My husband devoted his life to public service and planned to serve as Circuit Judge 
for two more years and then re-enter the private practice of law with our granddaughter. 
Eddie Lovelace, at age 78, epitomized the senior citizens of our modern society who are 
determined to remain active and who have much to give to their community. To 
accomplish his continued active lifestyle, Eddie walked more than three miles a day, kept 
up on current events and remained a student of the law as he read every case being 
decided by our appellate courts. 

The citizens of our community have lost a civic leader, a church leader, and 
outstanding judge. His near photographic memory, his booming voice, his sense of humor 
and his deep-seated concern for his fellow citizens led him to be a speaker at many civic 
and social functions and led him to frequently deliver eulogies of his friends who had 
preceded him death. His uncanny ability to quote Shakespeare, the Bible, poetry and 
famous quotations both entertained and brought comfort to many, 
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Words cannot describe the emotions that our family has undergone, Eddie’s death 
was unexpected. When he first went into the hospital, the stroke was described as 
relatively mild with a good prognosis, Eddie was talking to friends and family and asking 
the doctors when he would be able to be back at work. Our optimism turned to despair in 
a few days when Eddie’s health began to rapidly decline. On Monday following his stroke 
on Wednesday, we gathered in a hospital room at Vanderbilt University to do what no 
family wants to face - saying goodbye to a loved one, Eddie’s 98 year old mother said 
goodbye to her “dear sweet boy" over the phone. 

On Friday we buried Eddie and attempted to accept his death as natural. However, 
we kept going back over the fact that the doctor’s were puzzled by the course his condition 
took. We were more puzzled when the St, Thomas Clinic called twice to inquire of Eddie’s 
health and symptoms. Our suspicions were aroused. Finally, a newspaper reporter from 
the Tennessean called and told us that Vanderbilt was reporting that a 78-year-old male 
who died on September 17'" was the first death associated with the fungal injections as a 
result of epidural steroid injections. We knew this must have been Eddie, 

We searched for the truth knowing the truth would be difficult to accept. We asked 
our family friend and attorney, Thomas E. Carroll, to help us find the answers to our 
questions. Dr, George Nichols, II, retired Kentucky Chief Medical Examiner, advised an 
autopsy was the only way to get a definite answer. Dr, Nichols’ autopsy confirmed that 
Eddie's death was a result of the fungal contamination from the epidural steroid injections. 
We now know that New England Compounding Pharmacy, Inc, killed Eddie, I have lost 
my soulmate and life’s partner with whom I worked side by side, day after day for more 
than fifty years. Our children and older grandchildren have lost their friend, their advisor, 
and their anchor. The younger ones have lost their playmate. We are all left with sadness 
mixed with wonderful memories. 

Every day as we read, watch TV and surf the internet we are confronted with the 
growing number of infections and deaths. More than 400 illnesses and more than 32 
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deaths are reported. Thousands awaken daily with the least amount of symptoms 
provoking fear and anxiety. At times our depression is temporarily replaced with anger. 
At other time it is replaced by determination and resolve. 

Although I speak only for myself, I am sure that I echo the thoughts and wishes of 
every family that has been affected by this needless tragedy. I am asking this committee 
to find out how and why this happened and to plug the loopholes that allow these industries 
to escape meaningful inspection, If appropriate, I would ask that you refer this matter to 
the Justice Department to determine if federal laws have been broken. I would ask that 
you inquire how such a product became so widely distributed. Why did so many medical 
providers purchase this product from unregulated or poorly regulated sources? Don’t just 
investigate. Instead, legislate and regulate. I challenge republicans and democrats alike 
to put aside partisan politics, partisan philosophies, industry lobbying and wishes of 
campaign contributions and unanimously send to the White House a bill that will prevent 
a recurrence of these events. If you will do that, perhaps my family can take some solace 
in the fact that Eddie Lovelace’s public service continues even after death. 

Respectfully submitted, 

Joyce J. Lovelace 


Attachments: 

Death Certificate 

CV of Hon. Eddie C. Lovelace 

Photograph of Hon. Eddie C. Lovelace 
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Eddie C. Lovelace 
Circuit Judge 
40'*’ Judicial Circuit 

Clinton, Cumberland and Monroe Counties 

• Born in Clinton County on February 9, 1934 

• Received his B.A. from the University of Kentucky in 1956 

• Received his J.D, from the University of Louisville in 1960 

• Albany City Attorney 1961-1965 

• Clinton County Attorney 1965-1969 

• Commonwealth Attorney 1969-1992 

• Circuit Judge Clinton, Russell & Wayne Counties 1992-2002 

• Circuit Judge Clinton, Cumberland & Monroe Counties 2002-2012 

• Outstanding Trial Judge of the Year 1995 

• Member of UKAN Advocates of the University of Kentucky 

• Member of Albany Lions Club for over 30 years, 5 of which he served as President 

• Member of the Albany Masonic Lodge from 1972-1992 (Grand Master 1986, Deputy Grand 
Master 1987-1988, Grand Senior Deacon Grand masonic Lodge of Kentucky 1988-1989) 

• Member of the Board of Directors, Lake Cumberland Area Development Council 

• Kosair Shrine 

• Lexington Consistory Scottish Rites 

• Taught Adult Men's Sunday School at Albany First Baptist Church 

• Received First Place in Kentucky State Speak Up Jaycee Contest 

• Preceded in Death By: 

o Father, Amp Lovelace 
o Grandson, Elijah Christopher Lovelace 
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• Survived By; 

o Mother, Flonnie Lovelace 
o Wife, Joyce Davis Lovelace 
o Daughter, Karen Lovelace Talbott (Bob) 
o Son, Edward Christopher Lovelace (Carolyn) 
o Granddaughter, Megan Lovelace Thompson (BJ) 
o Granddaughter, Kristin Talbott DeRossett (Trevor) 
o Granddaughter, Kayla Rhea Talbott 
o Grandson, Edward Cory Lovelace 
o Granddaughter, Rhiannon Rashea Lovelace 
o Great-Granddaughter, Aubrey Caroline Thompson 
o Step-Granddaughter, Ashley Brook McGhee (Steven) 
o Step-Granddaughter, Nikki Danielle Upchurch 
o Step-Granddaughter, Taylor Renea Upchurch 
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Mr. Stearns. Mrs. Lovelace, thank you very much for your 
poignant testimony, your statement. 

I’m just going to ask two questions, short, brief. But the first one 
is, when you found out that your husband was the first of many 
to be linked to this contaminated product distributed by the NECC, 
do you remember when that was, how long after he died? And sec- 
ondly, who was it that informed you about this? 

Mrs. Lovelace. He passed away on September the 17th, and we 
went ahead with the funeral services and everything, thinking that 
he had a stroke because that was their diagnosis. On the third of 
October, I believe it was, we began to hear about the contamination 
from these injections. 

Mr. Stearns. From the press? Who told 

Mrs. Lovelace. Yes, through the press. My son-in-law, I think, 
was the first that read it or heard it. On October the 5th, I received 
a call from a reporter from the Nashville Tennessean, and he told 
me that a spokesperson at Vanderbilt had issued a statement that 
a 78-year-old man had died from the contaminated steroids. 

Mr. Stearns. So the first you heard about it was from the Van- 
derbilt hospital. 

Mrs. Lovelace. The first I heard that was from 

Mr. Stearns. So no one from the FDA or the Center For Disease 
Control, did they ever contact you? 

Mrs. Lovelace. No. St. Thomas did not contact me. 

Mr. Stearns. So you actually heard about it through a press re- 
port? 

Mrs. Lovelace. Correct. 

Mr. Stearns. And no one from the State of Tennessee contacted 
you? 

Mrs. Lovelace. No. 

Mr. Stearns. Did they subsequently, after you heard through 
the press, did the State of Tennessee or FDA or the Centers for 
Disease Control? 

Mrs. Lovelace. I was on the Internet to try to find something 
about it, and I found a phone number on there, and I called it. 

Mr. Stearns. So you initiated it? 

Mrs. Lovelace. Yes. 

Mr. Stearns. No one from outside came to you? 

Mrs. Lovelace. No one. 

Mr. Stearns. Fven after the press reports and the Vanderbilt 
Hospital, did the doctor call you? 

Mrs. Lovelace. No, but Vanderbilt didn’t know about him hav- 
ing the injection. It was over at St. Thomas. Now, on the 25th — 
and bear in mind that his funeral was the 21st — on the 25th some- 
one from St. Thomas called my cellphone and asked how Mr. Fddie 
was doing from his procedure. And I was really taken aback be- 
cause we had just buried him. And I told her so. And well, she was 
so sorry; what happened? And I said, they believed he had a stroke. 
So then, the next day, a different lady from the same place called 
wanting to know what his symptoms were, how long he had the 
symptoms and whether or not we had an autopsy performed. And 
neither person mentioned contamination, meningitis, anything like 
that. 
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Mr. Stearns. You know, it is a possibility what you say, a 
stroke, there might have been people that had died because of the 
contamination prior to your husband that were elderly and they at- 
tributed to a stroke. 

Mrs. Lovelace. It is very possible. 

Mr. Stearns. We will never know. I think my last concern is, is 
the feeling I have that you had no contact with the FDA and these 
other folks that I mentioned. I think if you, they did contact you, 
and told you about it, I think what you would say to them is, why 
didn’t you stop it? 

Mrs. Lovelace. Right. 

Mr. Stearns. And obviously, if you had to talk to Mr. Cadden, 
who is the CEO of NECC, you could say, how in the world would 
you be so oblivious to the lack of quality control and all the notices 
that you got prior to your manufacturing of this large number of 
drugs? So those are the questions I want to ask you. I want to 
thank you again for your courage to come here, and I recognize the 
ranking member, Ms. DeGette from Colorado. 

Ms. DeGette. Thank you very much, Mr. Chairman. 

I just want to follow up, Mrs. Lovelace, on some of the things the 
chairman was saying, because when they went over to inspect 
NECC, they found vials with little black stuff in them, and they 
found insects near the areas and terrible, terrible working condi- 
tions. And you know, sometimes in this committee, we have seen 
this before with food manufacturers, and we all sit here and we 
say, “How could this happen in the 21st century in the most civ- 
ilized country in the world?” And the reason why it is so important 
that you came today — and it is so hard for you, I am sure — is be- 
cause it is easy for regulators and for Congress people to talk about 
this in the abstract and for every — for you being here, there are 
hundreds of people around the country who have either lost loved 
ones who were just as cherished to them as your husband was to 
you and — or they are sick and they are still sick. 

So I just want to let you know, it makes a big difference for you 
to come here today. And I want to thank you for doing it. It is not 
easy, I know. And I also want to let you know that we are — with 
some of the food safety issues that we identified a few years ago, 
we actually did pass legislation that clarified it. And so as hard as 
this is and how senseless and unnecessary as this is, I will guar- 
antee you that I will be working with Mr. Upton and the entire 
committee. Democrats and Republicans, to make sure we clarify 
this. 

And I think one of the problems as well as just sloppiness on the 
part of the Massachusetts regulatory agency and the FDA, the 
other problem was this gray area in the compounding pharma- 
ceutical law, where the FDA wasn’t really sure if they had jurisdic- 
tion or they’d be sued in court. We can fix that, and I can guar- 
antee you we will fix that. And when we do fix that, unlike these 
regulators, we will call you and let you know. 

So thank you very much for coming, and I yield back the balance 
of my time. 

Mr. Stearns. The gentlelady yields. 
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We will open the floor for additional questions. Just to remind 
members the second panel is Barry Cadden, who is the CEO of 
NECC, as well as we have the third panel. 

So would anyone like to ask a question? Mr. Burgess is recog- 
nized from Texas. 

Mr. Burgess. Thank you, Mr. Chairman. 

And Mrs. Lovelace, I do appreciate your being here and sharing 
your story with us. You made the comment that your husband was 
important to your family. I just stress that he is important to this 
committee as well. 

And just like the ranking member, when she was talking about 
some of the food safety investigation, we have done, your story, as 
you were relating it, was just so similar to, in this very room, 
maybe 2 years ago, we heard a similar story about salmonella, and 
the family actually learned about it, that the lost of their loved one, 
they learned about it through the newspaper that maybe it was the 
tomatoes in the salad or wherever the contaminant was from and 
the same thing, the place where things were grown, there were ob- 
vious areas where there was contamination going on. 

We have read the memos, and we understand the litany of prob- 
lems that existed at this manufacturer. 

Can I just ask you a couple of questions to clarify in my mind 
the timeline that the clinical course that your husband had? He 
had the automobile accident, and roughly when was that? 

Mrs. Lovelace. March 30th of this year. 

Mr. Burgess. And then his treatment at the outpatient facility 
for the steroid injections, he had two of those. 

Mrs. Lovelace. Three. 

Mr. Burgess. Three. And so I guess the last one would have oc- 
curred when? 

Mrs. Lovelace. August 31st. 

Mr. Burgess. And his illness began. 

Mrs. Lovelace. The 11th, it really began before, but it was real- 
ly magnified on the 11th. 

Mr. Burgess. So roughly not quite 2 weeks afterwards. 

Mrs. Lovelace. Uh-huh. 

Mr. Burgess. And when he was admitted to the hospital, when 
was transferred to Vanderbilt, when did that occur? 

Mrs. Lovelace. That was on the 12th, the morning of the 12th. 

Mr. Burgess. So he had a pretty rapid decline in his clinical 
course. 

Mrs. Lovelace. He did. 

Mr. Burgess. Did the doctors know in, coming into Vanderbilt, 
that he had had previous outpatient therapy at the other facility? 

Mrs. Lovelace. No, I don’t believe they did. Our daughter ac- 
companied him to the hospital, and I don’t believe that that was 
in his history when he was admitted. 

Mr. Burgess. It may not have occurred to anyone to ask, and ob- 
viously, now, in retrospect, this all becomes very intertwined. This 
is tough, what you have been through; we don’t have an oppor- 
tunity to talk to them, but I suspect it is tough for the doctors in- 
volved as well 

Mrs. Lovelace. I am sure it is. 
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Mr. Burgess. For the doctors that provided the steroid injection, 
as well as the doctors that were treating, not knowing what they 
were up against. 

Mrs. Lovelace. I am amazed that they were ordering medicine 
from someone that had that reputation. 

Mr. Burgess. That is part of our problem, that information may 
not have gotten to where it needed to get. 

Well, again, we appreciate your courage and your strength for 
being here, relating it to us today. It is an important part of this 
story, and I certainly look forward to what we can do for you in 
the future. Thank you. 

Mrs. Lovelace. Thank you very much. 

Mr. Stearns. Anyone else who wishes to ask a question? Anyone 
on this side? Short question. 

Mr. Murphy. Just a short comment here. I thank you for being 
here because of the statement you made about the importance of 
the organizations involved that are supposed to be inspecting. 
Clearly, there is a lot of information that they knew that this 
compounding pharmacy had problems. And whatever the issue 
was, as you are keenly aware, surely you have searched so many 
times, how could someone stop and say, it is not my job, it is not 
in my job description, it doesn’t matter? It is so important that you 
hear — and I am sure it is difficult, I am sure it is tragic — ^but it 
is still, I thank you for having the energy for being here and help 
people put a face on this. There is a role of these agencies, and at 
no time should ever someone say, this is a gray area, I don’t want 
to overstep the boundaries, because the fact that people did that 
ended up in a tragic loss. So I thank you for having the courage 
to be here and helping to put a face on it. 

Mr. Stearns. I thank the gentleman. 

And with that, Mrs. Lovelace, thank you very much for your tes- 
timony. 

Mrs. Lovelace. You are welcome. 

Mr. Stearns. And we thank our colleague Mr. Whitfield for his 
time, too. 

And with that, we will call up the second panel. 

Mr. Cadden is asked to come to the desk. 

Mr. Cadden, my understanding is that Mr. Cadden authorized 
his counsel to advise the committee that he will rely on his Con- 
stitutional right not to testify at today’s hearing. I believe that this 
privilege should be personally exercised before the members as we 
have done in the past, and that is why we have requested that he 
appear today before us. 

I request that, given the importance of his testimony, he recon- 
sider his decision to invoke his Fifth Amendment rights, especially 
because the families of the people who have lost their lives after 
receiving a contaminated injection made by his company, the New 
England Compounding Center, those who are sick and those who 
have received injections, are waiting to see if they, too, will get 
sick, they deserve some answers today. 

Mr. Cadden, I ask you to consider, to reconsider and tell this 
committee and the people watching this hearing how this tragedy 
has happened. 
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STATEMENT OF BARRY J. CADDEN, PRESIDENT, CO-OWNER 

AND DIRECTOR OF PHARMACY, NEW ENGLAND 

COMPOUNDING CENTER 

Mr. Stearns. Mr. Cadden, are you aware that the subcommittee 
is holding this investigative hearing and, in doing so, we have the 
practice of taking testimony under oath? 

Mr. Cadden. On advise of counsel, I respectfully decline to an- 
swer on the basis of my Constitutional right 

Mr. Stearns. First of all, Mr. Cadden, you just need a yes or no 
for this question. 

Mr. Terry. Put the microphone on. 

Mr. Stearns. Put your microphone on. So we are just asking you 
basically, you understand we have the practice of taking testimony 
under oath. You understand that. And do you have any objection 
to testifying under oath? 

Mr. Cadden. No. 

Mr. Stearns. The chair also advises you that, under the Rules 
of the House and the rules of the committee, you are entitled to be 
advised by counsel. Do you desire to be advised by counsel during 
your testimony today? 

Mr. Cadden. Yes, I do. 

Mr. Stearns. In that case, would you be so kind as to identify 
your counsel for our record. 

Mr. Cadden. Mr. Attorney Bruce Singal and Steven Ross. 

Mr. Stearns. And Mr. Steven Ross. 

OK, Mr. Ross do you want to come and sit at the front here? 

Mr. Ross. We are fine. 

Mr. Stearns. At this time, we are going to swear you in. Please 
raise your right hand, and I will swear you in. 

[Witness sworn.] 

Mr. Stearns. Thank you, Mr. Cadden. 

I will recognize myself for the first part of the question. 

Mr. Cadden, are you the one — are you one of the owners of the 
New England Compounding Center, or NECC, the company that 
distributed contaminated injectables to medical clinics, doctor’s of- 
fices, and hospitals across this country? 

Mr. Cadden. On advice of counsel, I respectfully decline to an- 
swer on the basis of my constitutional rights and privileges, includ- 
ing the Fifth Amendment to the United States Constitution. 

Mr. Stearns. Mr. Cadden, 32 people have died, 400 people are 
infected, and scores of others who were injected with medicine your 
company compounded are waiting, holding their breath to see if 
they will get sick from the products you have made. 

You have been the director of pharmacy at the NECC since it 
opened. You were responsible for ensuring that the products were 
safe and sterile. Mr. Cadden, what explanation can you give the 
families who have lost their loved ones and those who are gravely 
ill for the actions of your company? 

Mr. Cadden. Mr. Chairman, on advice of counsel, I respectfully 
decline to answer on the basis of my constitutional rights and privi- 
leges, including the Fifth Amendment to the United States Con- 
stitution. 

Mr. Stearns. The Massachusetts Board found that you released 
two lots of the injectable drugs at issue in this meningitis outbreak 
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before you received the lab tests as to whether the drugs were ster- 
ile. They also found black particulate matter within the injectables. 
The FDA found greenish-black matter in the vials. 

Mr. Cadden, there is no question there was a massive failure of 
sterilization at your facility. For the sake of protecting the public 
health and preventing something like this from ever happening 
again and to provide some explanation to grieving families, can you 
please tell us what was the breakdown that led to the contamina- 
tion and the meningitis outbreak? 

Mr. Cadden. Mr. Chairman, on the advice of counsel, I respect- 
fully decline to answer on the basis of my constitutional rights and 
privileges, including the Fifth Amendment to the United States 
Constitution. 

Mr. Stearns. I now recognize the ranking member, Ms. DeGette, 
for questions. 

Ms. DeGette. Mr. Cadden, we just heard from Joyce Lovelace. 
Joyce Lovelace’s husband Eddie was the first one who was found 
to have died of fungal meningitis from one of your company’s prod- 
ucts. He was a judge. He was a husband of 56 years. He was a fa- 
ther, a grandfather. He was getting ready in 2 years to leave the 
bench so he could go into law practice with his oldest grand- 
daughter. 

And there are a number of other victims around the country now 
who have either died or become terribly ill as a result of your prod- 
uct. 

And the chairman talked about some of the findings that they 
found just this year in your company, the greenish-black foreign 
matter inside the vials. There were also things like a leaking boiler 
next to the clean room that created a pool of water, which creates 
a breeding ground for bacteria; an air-conditioning system that 
turned off at night despite requirements that the clean rooms had 
a consistent temperature. Your own environmental monitoring pro- 
gram showed violative levels of bacteria and mold in clean rooms 
between January and September of this year. 

When FDA inspectors looked at NECC’s sister company, 
Ameridose, they found the same kind of thing. They reported that 
there were insects in or near areas where sterile products were 
packaged, stored, and manufactured. They even saw a bird flying 
inside an area where there are supposed to be sterile packages. 

So I guess I would ask you — I would ask you, what do you say 
to all of these patients and all of these families that have been dev- 
astated — devastated by these contaminated products that your 
company has produced? 

Mr. Cadden. On advice of counsel, I respectfully decline to an- 
swer on the basis of my constitutional rights and privileges, includ- 
ing the Eifth Amendment to the United States Constitution. 

Ms. DeGette. Mr. Chairman, I think it is clear that the witness 
does intend to exercise his Eifth Amendment rights, and, with that, 
I think I will not ask any more questions. We won’t have any more 
on this side. 

Thank you. 

Mr. Stearns. I thank the ranking member. 
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Let me be clear, Mr. Cadden. Again, are you refusing to answer 
the questions on the basis of the protections afforded to you under 
the Fifth Amendment to the United States Constitution? 

Mr. Cadden. On advice of counsel, I respectfully decline to an- 
swer on the basis of my constitutional rights and privileges. 

Mr. Stearns. Will you invoke your Fifth Amendment rights in 
response to all questions today? 

Mr. Cadden. Yes. 

Mr. Stearns. Then you are excused from the witness table at 
this time. But I would advise you that you remain subject to the 
process of the committee and that if the committee needs are such, 
then we shall recall you. 

Mr. Cadden. Thank you, Mr. Chairman. 

Mr. Stearns. Yes. 

Now, my colleagues, we will call up the third panel. 

My colleagues, we have on the third panel Commissioner Mar- 
garet A. Hamburg. Margaret A. Hamburg became the 21st Com- 
missioner of Food and Drug on May 18th, 2009. Prior to assuming 
her role as Commissioner, Dr. Hamburg was a senior scientist at 
the Nuclear Threat Initiative. She also served as the Assistant Sec- 
retary for Policy and Evaluation in the U.S. Department of Health 
and Human Services and as commissioner of the New York City 
Department of Health and Mental Hygiene. 

We also have the interim commissioner, Lauren A. Smith. 
Lauren A. Smith has been the interim commissioner of the Massa- 
chusetts Department of Public Health since October 25th, 2012. 
And prior to assuming that position. Dr. Smith served as the med- 
ical director and chief medical officer of the department. 

Let me welcome you to the committee. And let me ask you, you 
are aware that the committee is holding an investigative hearing, 
and when doing so, it has had the practice of taking testimony 
under oath. Do either one of you have an objection to taking testi- 
mony under oath? 

Ms. Hamburg. No. 

Ms. Smith. No. 

Mr. Stearns. The chair then advises you that under the rules of 
the House and the rules of the committee, you are entitled to be 
advised by counsel. Do you desire to be advised by counsel during 
your testimony today? 

Ms. Smith. No. 

Ms. Hamburg. No. 

Mr. Stearns. In that case, if you would please rise and raise 
your right hand, I will swear you in. 

[Witnesses sworn.] 

Mr. Stearns. You are now under oath and subject to the pen- 
alties set forth in Title 18, Section 1001 of the United States Code. 

You may now give a 5-minute summary of your written state- 
ment. 

Dr. Hamburg? 
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STATEMENTS OF MARGARET A. HAMBURG, COMMISSIONER, 

FOOD AND DRUG ADMINISTRATION, AND LAUREN SMITH, 

INTERIM COMMISSIONER, MASSACHUSETTS DEPARTMENT 

OF PUBLIC HEALTH 

STATEMENT OF MARGARET A. HAMBURG 

Ms. Hamburg. Mr. Chairman and members of the subcommittee, 
I am Dr. Margaret Hamburg, Commissioner of the Food and Drug 
Administration. And I am joined by Howard Sklamberg, Deputy 
Associate Commissioner for Regulatory Affairs. 

Thank you for this opportunity to testify about the tragic fungal 
meningitis outbreak associated with an injectable steroid product 
distributed by NECC and for our safety concerns related to 
compounding and the legislation that is needed to prevent such in- 
cidents from happening again. 

I want to begin by offering my deepest sympathies to the pa- 
tients affected by this outbreak and their families. This event has 
had devastating effects on patients across the country, such as 
Eddie Lovelace, Judge Lovelace, many of whom were likely un- 
aware that they were being treated with a compounded product not 
reviewed or approved by the FDA. 

Our foremost goal is the protection of the health of the public. 
Since the onset of this outbreak, we have targeted FDA resources, 
from experts in our headquarters to inspectors and scientists in 
district offices and labs across the country, to do everything we can 
to stem the toll of this terrible event. Together with CDC and the 
States, we have sought to identify potentially contaminated prod- 
ucts and ensure that they are removed from the market and do not 
reach patients. We have collected and analyzed hundreds of sam- 
ples from the relevant firms, as well as from medical facilities and 
State and local agencies, to isolate the cause and determine the ex- 
tent of the contamination. 

We are working daily to ensure timely, clear, and accurate infor- 
mation is disseminated about the findings of our investigation, 
what products are affected, and what providers should do with any 
products still on their shelves. And we are working to alleviate ex- 
isting drug shortages exacerbated by product recalls. 

We have also been reviewing actions taken in the past with re- 
gard to NECC. From our review thus far, we have no reason to be- 
lieve that any of the specific actions in question, a more timely 
issuance of the 2006 warning letter, or inspectional follow-up, 
would have prevented this recent tragedy. 

What we do know is that stronger, clearer authority would en- 
able more effective regulation of the drug-compounding industry, 
especially when it has been evolving so significantly. As it is, our 
authority over compounding is limited, unclear, and contested. And 
in the face of differing views in Congress and the courts about 
FDA’s authority and continuing challenges by industry, the agency 
has struggled with how to chart an effective course to protect the 
public health. 

We recognize that traditional compounding provides an impor- 
tant service for patients who, for example, can’t swallow a pill or 
are allergic to an ingredient in a drug product. But the industry 
has evolved well beyond the neighborhood pharmacist. In par- 
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ticular, the movement by many hospitals to outsource pharmacy 
compounding has created a market for compounding operations 
that produce drugs that reach far larger numbers of patients. 
When these facilities operate well, they may serve an important 
function in terms of safety and efficiency. However, when they fail 
to follow safety and quality standards, many patients may be 
harmed. 

Our best information is that there are thousands of other 
compounders out there producing what should be sterile products 
made to exacting standards, and, thus, many other firms with the 
potential to generate a tragedy like this. 

The current oversight framework, in attempting to draw a bright 
line between compounders and manufacturers, fails to address the 
complex issues raised by a changing industry. Additionally, gaps 
and ambiguities in the law have hampered our ability to act to pro- 
tect patients and to prevent rather than just react to safety con- 
cerns. 

I am committed to working with Congress and other stakeholders 
to design a system of rational, risk-based regulation that takes into 
account both the Federal and the State roles. As I outlined in my 
testimony, we have developed a proposed framework that would 
tier the degree of oversight to the risk posed by the type of product 
and practices. Traditional compounding would remain the purview 
of the States. The higher risk posed by nontraditional compounding 
would be addressed by Federal standards, including standards for 
quality control. 

And under this framework, certain products carrying the highest 
risk could not be compounded. They could only be produced by enti- 
ties willing to meet the standards currently required of drug manu- 
facturers. 

We would like to explore with you authorities that would be im- 
portant to support this new regulatory paradigm, including clear 
authority to access records, mandatory reporting of adverse events, 
additional registration requirements to facilitate appropriate over- 
sight and coordination with State regulators, clear label statements 
to allow prescribers and consumers the opportunity to make in- 
formed judgments, and adequate funding to support the inspections 
and other oversight activities outlined in this framework. 

And because a key piece of any plan involving oversight of phar- 
macy compounders will continue to be performed at the State level, 
we must work closely with our State partners as we develop the 
framework for new authorities. Consequently, FDA will be inviting 
representatives from all 50 States to participate in a full-day meet- 
ing on December 19th to facilitate these important discussions. 

We have a collective opportunity and responsibility to help pre- 
vent future tragedies. If we fail to act, this type of incident will 
happen again. It is a matter of when, not if If we fail to act now, 
it will only be a matter of time until we are all back in this room, 
sadly, asking why more people have died and what could have been 
done to prevent it. 

I am happy to answer any questions you may have. 

Mr. Stearns. I thank you. 

[The prepared statement of Ms. Hamburg follows:] 
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INTRODUCTION 


Mr. Chairman and Members of the Subeommittee, 1 am Dr. Margaret Hamburg, Commissioner 
of Food and Drugs at the Food and Drag Administration (FDA or the Agency), wliich is part of 
the Department of Health and Human Services (HHS). Thank you for the opportunity to be liere 
today to discuss important issues related to the tragic fiingal meningitis outbreak associated with 
compounded mctliylprednisolone acetate (MPA), a steroid injectable product distributed by the 
New England Compounding Center (NECC), and to discuss more broadly safety issues related to 
pltarmacy compounding. 

I want to begin by offering my deepest sympathies to the patients affected by this outbreak and 
their families. This outbreak has had devastating effects on individuals and families across the 
country. The Centers for Disease Control and Prevention (CDC) has reported .i2 deaths among 
4.38 individual cases (428 cases of fungal meningitis and 10 cases of peripheral joint infections)' 
across 19 states. Approximately 14,000 patients may have received injections with MPA fi'om 
three implicated lots. In addition, two other NECC products have been found to be contaminated 
with different bacteria. We iiave found no adverse health effects to date from these additional 
products, but continue to investigate the public health implications of this contamination. 

Although the investigation is ongoing, we want to provide you with an update on the actions that 
FDA has taken, and i.s continuing to take, to respond to this outbreak. We also want to suggest 

' 42S cases of funcal meningiti.s. .stroke due to presumed fungal raeningitis, or other central nervous sy.stein-reiated 
infection meeiing the outbreak case defmilion. plus iO peripheral Joint infections (e.g.. knee, hip, shoulder, elbow). 
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steps that Congress can take to strengthen FDA's authority to help prevent tragedies like this 
from happening in the future. 


FDA’S RESPONSE TO THE CURRENT OUTBREAK 

FDA's primary goal since the oii.set of this outbreak has been to protect the public health. With 
the state and Federal partners, we are conducting thorough investigations of tlie relevant 
facilities, monitoring the voluntary recalls associated with these products to ensure that 
contaminated and potentially contaminated product is off of the shelves, and ensuring that 
information is communicated promptly and clearly to health care professionals and patients. 

Let me briefly summarize the sequence of key events regarding the outbreak. On September 25, 
2012. CDC notified FDA that it w'as w'orking with the Tennes.see Department of Health to 
investigate a cluster of meningitis cases at a single clinic, w'hich might be associated with 
product contamination. When w'c ieanied of the potential contamination, we joined CDC in 
investigating. On September 26. NECC began a voluntary recall of three implicated lots of MPA 
and voluntarily ceased manufacturing of MPA. The Massachusetts Board of Regi.stration in 
Phannaey, which has primary oversight responsibility for phannacies in its State, oversaw the 
recall, and initiated a one-day inspection of NECC's Framingham. Massachu.setts. facility, FDA 
also began to coordinate with the Massachusetts Board of Registration in Phairnacy to plan for 
inspection of NECC, We coordinated closely with the State on this adverse event inspection, 
because the State has authority to compel certain actions where our authority is more limited. 


2 
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FDA and the Massachusetts Board of Registration in Pharmacy initiated a joint inspection of 
NECC on October 1, 2012. On October 4, FDA and CDC held a joint press conference 
announcing the investigation of the meningitis outbreak.^ On October 5, after FDA had observed 
fungal contamination by direct microscopic examination of foreign matter taken from a sealed 
vial of MPA collected from NECC, FDA issued a MedWatch Safety Alert to 220,000 health 
professionals to notify them of the fungal contamination. Out of an abundance of caution, the 
Safety Alert took the additional step of recommending that health care professionals and 
consumers not use any product produced by NECC. FDA also requested that health care 
professionals retain and secure all remaining products purchased from NECC until FDA 
provided further instructions about how to dispose of these products. In addition, the Safety 
Alert encouraged health care professionals and patients to report to the Agency’s MedWatch 
Safety Information and Adverse Event Reporting Program any adverse events or side effects 
related to the use of these products. On October 6, at FDA’s recommendation, NECC agreed to 
recall all products. 

As our investigation continued, on October 1 1, we amiounced our findings showing the presence 
of a fungal contaminant in multiple sealed vials of MPA injection, made at the NECC’s 
Framingham, Massachusetts, site. CDC confinned the specific type of fimgus related to the 
patient disease - Exserohilum - in this briefing as well.’ On October 15, based on FDA’s 
ongoing investigation and out of an abundance of caution, we further advised health care 
professionals to follow up with patients who were administered any NECC injectable product on 

’ “CDC and FDA Joint Telebriefing on Investigation ofMeningitis Outbreak” (October 4, 2012); transcript available 
at ^ov/mediah-eleasss/lOl 2/1 1004 _meningithj)v 1 hreak.hniL 

^ “CDC, FDA, Massachusetts Department of Public Health; Joint Telebriefing Updating Investigation of Meningitis 
Outbreak" (Oct. 1 1, 2012); transcript available at 

hllp://www.cdc,gov/media/relCiri;ex/20J2/110n jfienhighOi^onthreak.hrml. 


3 



39 


or after May 2 1 , 20 1 2, including an oplithalmic drug that is injectable or used in conjunction 
with eye surgery or a cardioplegic solution. After working closely with the State on October 22, 
the Agency made available two lists of customers (consignee.s) who received products that were 
shipped on or after May 21, 2012. from NECC's Framingham. Massachusetts, faeility, advising 
those customers to check their stocks to identify whether they had any products from NHCC, and 
if so, to immediately i.solate any identified product from their drug supplies and contact NECC to 
obtain instructions on how to refuni products. 

On October 26, FDA lelcased a copy of the FDA Form 483 (list of observations made during the 
onsite inspection) i.ssued to NECC. FDA observed, and has since continued, that contaminated 
products were made at NECC's Framingham. Massachusetts, facility, and listed a number of 
ob.servations made during the course of the inspection regarding conditions in the clean room at 
this facility. 

Most recently, on November I , FDA and CDC laboratories announced that bacteria had been 
identified as present in three .separate lots (btitches) of NECC-supplied, preservative-free 
injectable betamethasone, with each lot producing different culture results (identifying different 
contaminants), and in a single lot of NECC cardioplegia solutitm. FDA stated that although final 
laboratory results on additional samples were still pending, the previous finding of fungal 
contamination of MPA and recent finding of baeterial contamination of injectable betamethasone 
and cardioplegia solution reinforced the Agency's concern about the lack of sterility in products 
produced at NECC's compounding facility and .seived to underscore that hospitals, clinics, and 
health care professionals should not use any NECC-supplied products. 
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The Agency has been working closely with CDC, numerous stale health departments, and the 
Massachusetts Board of Registration in Phaniiacy to investigate the outbreak of fungal 
meningitis. This is a far-ranging inve,stigation across the United States. FDA, in conjunction 
with our state partners, is in the process of in.specting several facilities associated with this 
outbreak. This includes compounders, wholesale distributors, active pharmaceutical ingredient 
(API) suppliers, contract laboratories, and others. The .Agency's first priorit)' has been (o detect 
any contaminated or potentially contaminated products, to prevent them from reaching U.S. 
consumers by ensuring they are effectively recalled and removed fi om the market, and, as 
discussed more fully below, to communicate key information about these products to the 
providers and patients who need it. In connection witli this investigation, FDA has collected and 
analyzed hundreds of satnples from firms associated with this outbreak, as well as from medical 
facilities and state and local agencies. In addition to staff at FDA headquarters, staff in FDA 
district offices in New England, New York, Dallas, Seattle, Chicago, Los Angeles, Detroit, 
Cincinnati, Kansas City, and Florida, and laboratory personnel in Denver, San Francisco, 
Atlanta, New York, and Boston, are assisting in this investigation. 

FDA also inspected Ameridose l.LC’s facility in Weslborough. Massachusetts as part of the 
Agency's ongoing fungal meningitis outbreak investigation, Ameridose and NECC share some' 
of the same management. Ameridose entered into a voluntary agreement with the Massachusetts 
Board of Registration in Pharmacy to temporarily cease all phamiacy and manufacturing 
operations starting on October 1 0, 2012. After FDA's preliminary inspectional findings raised 
concerns about a lack of sterility assurance for products produced at and distributed by 
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Anieridose's Wcstborough facility, the company voluntarily recalled all of its unexpired products 
in circulation. FDA completed its in.spection on November 9, 2012. 


FDA is currently conducting recall audit checks ofNECC’s customers. In an audit check. FDA 
contact.s a subset of the firm's customers, which in this case were health care facilities, to 
confinn that they received notice of the recall and took the action requested in the recall notice. 

In this case, the facilities were instructed to immediately segregate and quarantine the 
material and to work with NECC to coordinate return of the products. As of November 5 , 2012, 
FDA had completed 5S7 audit checks of NECC’s healtli care facility customers, FDA found no 
product remaining for use at any of the NECC customers that it audited, and all customers had 
knowledge of the recall. Ameridose commenced its product recall on October 3 1, 2012; FDA 
initiated its audit check process for the Ameridose recall on November 5, 2012. 

FDA has identified .six Ameridose jirodncts that were on the FDA drug shortage listprior to the 
recall (sodium bicarbonate injection; succiiiylcholme injection; atropine sulfate injection; 
bupivacaine hydrochloride injection; lidocainc hydrochloride injection and furosemide 
injection). 

These .six drugs were in shortage before the .Ameridose shutdown due to manufacturing 
problems, delays, and discontinuations by commercial manufacturers. FDA's Drug Shortage 
Program is using every tool available to work with manufacturers to address these .shortages. For 
five of the drugs, wc expect the shortages to decrease based on all of the ongoing efforts of FDA 
and the manufacturers to address these .shortages and do not anticipate the Ameridose shutdorvii 
to create additional is.sues. For sodium bicarbonate injection, we are continuing all efforts to 
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address the slionage, including exploring temporary importation to assist with supplies until 
demand is being met by the U.S. manufacturers, 

FDA has communicated throughout this investigation with the media, Congress, state health 
officials, health care professionals, and the public to keep them apprised of important findings 
and developments as we move forward in our investigation. FDA's website is updated on a 
frequent basis to provide broad access to any new public information. This infonnation is being 
further disseminated through the Agency's electronic listserves and through Twitter and 
Facebook. Along with CDC, FDA i.s providing health care professionals with information they 
need on an ongoing basis, and as new information comes to light, to advise and treat patients 
affected by this situation. 

Targeted alerts have been sent to 150 health care professional organisations, including the 
national specialty-specific societies that work with spinal injections, such as tlie American 
Society of Anesthesiologists, the American .Academy of Physical Medicine and Rehabilitation, 
and the North American Spine Society, and also to all state medical, pharmacist, nursing, and 
physicians’ assistant .societies, as well as all state hoards of pharmacy. Regular phone updates 
are provided to state health departments, in collaboration with CDC, and written updates are also 
distributed to national phamiacy and ophthalmology professional organizations. FDA also 
contacted patient and health care professional groups and consumer groups and w'orked wdth the 
American Hospital As.sociation as part of our response. 
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FDA phannacists are fielding calls from the public and we have extended their hours of 
availability for the last several weeks to help respond to the public's concerns. We also continue 
to respond to calls and e-mails from liealth care professionals, hospitals and clinics, and others 
with questions about the NECC and Ameridose recalls. 

The far-ranging investigation is ongoing and FDA will continue to update stakeholders as 
quickly as possible as information becomes publicly available, 

FDA'.s past activities with respect to NECC include: a 2002 inspection in response to adverse 
event reports (followed by a State inspection and action under Massachusetts' authority) and a 
2006 Warning Letter focused on lower ri.sk issues associated with copying approved drugs, 
markethig and packaging. Throughout this time, NECC has repeatedly disputed FDA's 
jurisdiction over its facility.'* The Massachusetts Board of Pharmacy reinspected NECC in 201 1 
in response to a letter from the fnm indicating that NECC was “updating its facility and moving 
into adjacent space'h that inspection included a tour of the facility, security review, licensing 
leview, and inspection of NECC's .sterile and non-sterile processing areas."'’ The Massachusetts 
Board of Pharmacy inspection found the facility to be “Satisfactory."*’ 


FDA’S LEGAL AUTHORITY OVER COMPOUNDED DRUGS 


' Inspection Report for April 2002 inspection, at pp. 2, 3, 5; E.stablisluiient Inspection Report for 200212003 
inspection, at p. 11; inspection Memorandum for 2004 inspection, at p. 3; Warning Letter Response, at pp. 3-4 
* A copy of MABRP’s May 24, 201 1, Inspection Report for NECC is available on .MABRP's website at 

^(iv/eohhs/clocsfdph/qiialily/honyds/tiecc/OS-ne'.v-unglimd-compotiihling-phimnacy-inaiew- 

englamdco{trnpo!idin<^-ceiik'r-iuspecliou-repon.pdf. 

" See MABRP’s May 24, 201 1 Inspection Report for NECC, id., at p. 10 
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FDA regards traditional phannacy compounding as the combining or altering of ingredients by a 
licensed pltarniacisl. in response to a licensed practitioner's prescription for an individual patient, 
which produces a medication tailored to that patient’s special medical needs. In its simplest 
form, traditional compounding may involve reformulating a drug, for example, by removing a 
dye or preservative in re.sponse to a patient allergy. Or it may involve making a suspension or 
suppository dosage form for a child or elderly patient who has diftlciilly swallowing a tablet. 

FDA believes that pharmacists engaging in traditional compounding provide a valuable medical 
service that is an important component of our health care system, l lowever, by tlie early 1 990's, 
some phannticies had begun pi'oducing drugs beyond what had historically been done within 
traditional compounding. 

After receiving reports' of adver.se events associated with compounded medications, FDA became 
conceraed about the lack of a policy statement on what constituted appropriate phannacy 
compounding. In March 1992, the Agency issued a Compliance Policy Guide (CPG), section 
71,32.16 (later renumhered as 460,200) to delineate FD.A’s enforceniem policy on pharmacy 
compounding. It described certain factors that the Agency would consider in its regulatory 
approach to pharmacies that were producing dmgs. 

The compounding industry objected to thi.s approach and several bills were introduced, some 
with signilicant support, to limit the Agency’s oversight ofeompounding.^ In May 1996, in a 
House Commerce Committee hearing on FDy\ reform legislation, FDA Commissioner David 

' H,R, 52S6. Pharmacy Compounding Preservation .Act of 1994. introduced Oct, 7, 1994, i co-spoirsor; H,R. 59<S'. 
Pharmacy Compounding Preservation Act of 1994, introduced .Tan. 20, 1995, 14! co-spon.sors; H.R. .2199, Drug and 
Biological Producls Reform Acl of 1996, introduced March 29, 1996, 205 co-sponsors; H.R. 1060. Phannacy 
Compounding Act. introduced March 13, 1997, 152 co-.spoiisors, H.R. 141 1, Drug and Biological Products 
Modernization .Act of 1997, iiilrodiiccd April 23, 1997, 16 co-sponsors 
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Kessler testified that the compounding provision being considered by the Committee was likely 
to encourage large-scale manufacturing under the guise of pharmacy compounding, and could 
allow for potentially dangerous compounding of sterile products, leading to serious safety 
problems or death,'' 

In November 1997. S. S30, the Food and Drug Administration Modernization Act of 1997 

(FDAMA) was signed into law as Public Law 105-1 15,'* FDAMA added to the FD&C Act's 

.Section 50,7A. which addresses FDA's authority over compounded drugs.*'' Section 503A 

exempts compounded drugs from three critical provisions of the FDCA: the premarket approval 

requirement I'oi' “new drugs"; the requirement that a drug be made in compliance with cuiTent 

good manufacturing practice (cGMP); and the requirement that the drug bear adequate directions 

for use, providing certain conditions are met. These conditions include, among other things, that 

the compounding be perfonned by a licensed pharmacist or physician, tliat there be a 

prescription for the compounded product for an individual patient, and that the compounded 

product be necessary for an identified patient, ft allow's I'DA to restrict the compounding of 

certain categories of dnigs (after iiotice-and-comment rulemaking), and limits the quantity of 

compounded dnigs that a phannacy could ship out of state to five percent of the total prescription 

orders, unle,ss the state enters into a Memorandum of Understanding with FDA that addresses the 

distribution of "inordinate amounts" of compounded drugs out of the stale, and the handling of 

complaints about comjioLmded products shipped out of the stale. Section 503 A also contains 

restrictions on the advertising or promotion of the compounding of any particular drug, class of 

^ vSlatement by David A, Ke.ssler, M.D,, Commissioner of Food and Drugs. Dept, of Health and Human Servicc.s, 
before the Subcommillee on Health and Environment, Committee on Coninierce, House of Representatives (May ! , 
1996), 

Public Law lO.S-! i.S, FD.AMA, 1 ! 1 Staf. 229b (Nov. 21, 1997). available at hllp://w\v\v.<^i}tt.'iov/fih\:s/pkg/PLAW- 
U)2piAAnVjuWTLiW-l0Api, Mils. pill 
Id. 
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drug, or of drug, and on the .solicitation of prescriptions for compounded drugs from 

presci ibers. These provisions were the subject of subsequent court challenges, which have 
produced conflicting case law< and amplified the perceived gaps and ambiguity a.ssociatcd with 
FDA's authority over compounding pharmacies. We look foward to working with Congre.ss to 
address these issues. 

Looking Aheitd 

FD.A believes that there is a legitimate role for traditional compounding to provide needed drugs 
to patients that, for example, need a drug that is allergen free or have a medical need that cannot 
be met W'itli an approved FDA product, How'ever, we have grown increasingly concenied about 
certain compounding practices, and we have seen an increasing miraber of incidents related to 
compounded drug.s. The NECC/mcningiti.s situation is the latest, and most serious, incident. As 
de.scribed above. FDA's ability to take action again.st conipouiidiiig that e.xceeds the bounds oi' 
traditional pharmacy compounding and poses risks to patients has been hampered by gaps and 
ambiguities in the law, which have led to legal challenges to FDA's authority to inspect 
pharmacies and take appropriate enforcement actions. 

The Adniini,stration is committed to working with Congi'css to address the threat to public health 
from gaps in authorities for effective oversight of certain compounding practices. To that end, 
FDA ha.s developed a framework that could seive as the basis for the development of a risk- 
based program to protect the public health. 

Risk-based Framework 
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Recognizing the history of compounding practice, FDA supports tlie long-standing policy that all 
compounding sliould be performed in a licensed phanuacy by a licensed phannacist (or a 
licensed physician), and that there must be a prescription or order for an individual patient who 
has a documented medical need for the compounded drug. 

Further, vve recommend that the statute recognize two categories of compounding: traditional 
and non-traditional. "Traditional compounding" would include the combining, mixing, or 
altering of ingredients to create a customized medication for an individual patient with an 
individualized medical need for the compounded product, in response to a valid patient-specific 
prescription or order from a licensed practitioner documenting such medical need. Traditional 
compounding plays an important role in the health system and should remain the subject of State 
regulation of the practice of phaimacy, 

"Non-traditional compounding" would include certain types of compounding for which there is a 
medical need, but that pose higher risks based on one or more of the factors identified below. 
Non-traditional compounding would be subject to Federal standards adequate to ensure that the 
compounding could be perfonned without putting patients at undue risk. For example, 
enforcement could be by the FDA or by a State willing to effectively oversee the compounding 
activities, as determined by FDA. 

Factors that could place a product into the ‘'non-tradilional compounding" category might 
include some statutorily-specified combination of: the typie of product/activity (e.g., sterile 
compounding); the amount of product being made; whether the production is being done before 
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the receipt of a prescription or order for a particular patient (so-called •■anticipatory 
compounding"); whether the compounded drug is being shipped interstate; or whether tiie drug is 
being dispensed to someone other than the ultimate user when it leaves the facility where it was 
produced. 

Non-traditionai compounding should, because of the higher risk presented, be subject to a greater 
degree of oversight, witli the riskie.st products subject to the highest level of controls, ,such as 
appropriate current good manufacturing practice (‘’cGlVlP") standards established by FDA, 

!n addition, FDA believes that with noted exceptions, certain product.s are not appropriate for 
compounding under any circumstances. These products would include: 1 ) what are essentially 
copies of FDA-approved drugs, absent a shortage ju.stification based on the drug appearing on 
FDA's shortage list; and 2) complex dosage fonns such as extended release products; 
transdermal patches; liposomal products; most biologies; and other products as designated by 
FDA. Producing complex dosage forms would require an approved application and compliance 
Avith cGMPs, along with other requirements applicable to manufactured drug products. We 
would seek to permit the Secretary to have sufficient flexibility in this area to make the,se 
exceptions necessary to address issues of public health. 

FDA would like to explore with Congre.ss other authorities that would be important to support 
thi.s new regulatory paradigm. For example, FDA should be given clear, fall authority to collect 
and te.st .samples of compounded drugs and to examine and collect records in a compounding 
pharmacy, just as the agency does when inspecting other manufacturers. FDA should have clear 
statutory authority to examine records such as records of prescriptions received, products 
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shipped, volume of operations, and operational record,s such as batcli records, product quality test 
results, and stability testing results. Such in.spections arc necessary to detennine when a 
pharmacy exceeds the bounds of traditional compounding, to respond to public health threats, 
and to enforce Federal standards. 


FDA also believes that phannacie,s engaged in non-traditional compounding should register with 
FDA so that FD.A can maintain an accurate inventory of such pharmacies to facilitate appropriate 
oversight and coordination with State regulators. In addition, FDA would like to explore with 
Congress several otlici' ideas .such as clear label .statements identifying the nature and source of 
the non-tradilionally compounded product, and requiring non-traditional compounders to report 
adverse events. The labeling statement.s vvoiild provide prcscrihers and con.suiners with valuable 
information about the products they are using or taking so that they can make infonned 
judgments about tltcir irse. Requiring non-traditional compounders to report adver.se events, as 
drug manufacturers are required to do, would allow FDA and the States to identify trend.s and to 
proactively take step.s to curtail dangerous compounding practices. Other appropriate regulatory 
and enforcement tools might also be useful. Funding will be necessary to support the inspections 
and other oversight activities outlined in this fi'amework. We look forward to working with 
Congress to explore the appropriate funding mechanisms to support this work, w'hicli could 
include registration or other Ices, as Congress has authorized and FDA has implemented in other 
settings. 

In light of growing evidence of threats to the public health, the Administration urges Congress to 
strengthen Federal standards for non-traditional compounding. Such legislation should 
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appropriately balance legitimate compounding that meets a genuine medical need with the reality 
that compounded drugs pose greater risks than those that are evaluated by FDA for safety and 
efficacy and subject to manufacturing controls to ensure consistently high product quality. We 
recommend that it recognize the appropriate State role in regulation of traditional compounding, 
while authorizing Federal standards and oversight for non-traditional compounders that produce 
riskier product.s. We look forward to working with Congress in striking the right balance. 

CONCLUSION 


Pintecting Americans from unsafe ami contaminated drugs is not just an important responsibility 
of FDA — it is part of our core mission. To fulfill our mission, we mu.st be able to proactively 
identify dangerous piactices before they result in actual hami, and when necessaiy, intervene to 
minimize the damage and to ]3rcvent future similar event.s. Tragically, there have been 32 deaths 
to date associated with this outbreak. However, we are hopeful that our actions thus far and the 
ongoing inve.stigatian are preventing imknown numbers of fiirtlter deaths, which might have 
occurred had we and our ]xirlners not acted aggressively after we became aware of the outbreak. 

We look forward to working with Congiess on legislation that will balance the need to allow 
legitimate forms of traditional phamiacy compounding vvitli the need for adequate Federal 
oversight of higher risk pharmacy compounding practices. 

1 am happy to answer questions you may have. 
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Mr. Stearns. Dr. Smith, for your summary of your opening 
statement? 


STATEMENT OF LAUREN SMITH 

Ms. Smith. Thank you, Chairman Stearns, Ranking Member 
DeGette, and members of the committee. Thank you very much for 
having me here today. My name is Dr. Lauren Smith, and I am the 
interim commissioner of the Massachusetts Department of Public 
Health. 

I have to also begin by saying that my thoughts are with the vic- 
tims and families affected by this tragic outbreak and with Mrs. 
Lovelace, whose moving testimony only strengthens my resolve to 
ensure that no other family has to suffer what she aptly described 
as the heartbreak that hers has. As a mother, a pediatrician, and 
a public health leader, I have devoted my life and career to pro- 
tecting the health of others. These events evoke in me the same 
sense of outrage as they do for you and the rest of the public. For 
many of you, I know this hits very close to home. 

For the past 2 months, our department, along with the FDA, has 
conducted a joint investigation of New England Compounding Cen- 
ter, the source of this devastating fungal meningitis outbreak that 
has sickened hundreds and killed 31 people across the country. We 
have also investigated and shut down NECC’s sister company. 

NECC knowingly disregarded sterility tests, prepared medicine 
in unsanitary conditions, and violated their pharmacy license, en- 
dangering thousands of lives as a result. NECC bears the responsi- 
bility for the harm that they have caused with these actions. 

I was given the responsibility, as interim commissioner, less than 
3 weeks ago to lead my department through this crisis, and, like 
you, I have been trying to put together the pieces of the puzzle. 

First licensed by Massachusetts in 1998, NECC and its owner, 
Barry Cadden, have since been the subject of numerous complaints, 
resulting in a series of investigations by the State and the FDA. 
These investigations led to the Board of Pharmacy’s proposed rep- 
rimand and probation in 2004. This proposal was inexplicably 
weakened in 2006, allowing NECC to continue to operate without 
disciplinary actions, pending an independent evaluation of its 
progress under a consent agreement. The Board of Pharmacy’s fail- 
ure to take decisive disciplinary action in 2006 on these complaints 
has contributed to these tragic events. 

In April of 2006, the Board of Pharmacy’s staff learned that the 
principal of PSI, the evaluator for NECC, had been convicted of 
Federal crimes that resulted in 18 people being blinded. However, 
the staff did not share this information with board members before 
they accepted the report from PSI validating NECC’s compliance 
with the consent agreement. These same staff members failed to 
act on a July 2012 report from the Colorado Board of Pharmacy 
that NECC had violated both Colorado and Massachusetts phar- 
macy regulations. These staff have been removed from their jobs. 

Poor judgment, missed opportunities, and a lack of appropriate 
action allowed NECC to continue on this troubling path. We ac- 
knowledge that these lapses — some of which were preventable, but 
all are unacceptable. 
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From the early days of this outbreak, our department has acted 
swiftly and decisively. We secured a surrender of NECC’s license, 
shut down its operations, and forced a total recall of all NECC 
products. We moved to permanently revoke NECC’s license as well 
as the licenses of the three principal pharmacists who oversaw 
their operations. We also secured the suspension of operations of 
Ameridose and Alaunus, two other drug manufacturers owned by 
Barry Cadden, which, as you know, have been found to have simi- 
lar substandard practices. 

While taking these strong and necessary actions, we have reex- 
amined our own State regulations regarding compounding phar- 
macies. Although our regulations are comparable to those in most 
States, they need to be strengthened to address the realities of this 
evolving industry. 

On November 1st, Massachusetts enacted a series of emergency 
regulations to bring greater scrutiny to this industry and require 
sterile compounding pharmacies to report both volume and dis- 
tribution information to us. Licensed pharmacies will also have to 
report when they are the subject of any State or Federal investiga- 
tions. We have also begun unannounced inspections of all sterile 
compounding pharmacies in Massachusetts. Teams are conducting 
these inspections even as we speak. 

To further strengthen our oversight over sterile compounding 
pharmacies, we must explore changes to the law. We have created 
a special commission to review best practices in other States and 
to identify stronger mechanisms for oversight for these pharmacies 
in Massachusetts. 

As we work to raise standards in our State, we urge Congress 
to act to strengthen Federal oversight. Congressman Markey’s 
leadership on this issue is laudable and would address some of the 
regulatory black holes that exist between State and Federal over- 
sight. 

As a pediatrician who has cared for acutely ill children and their 
families for almost 20 years, I must say that I understand the trust 
that patients place in our healthcare system. We must use these 
tragic events as an impetus to work together — public health lead- 
ers, public health officials, and legislators — to institute reforms to 
restore this trust and to ensure that something like this does not 
ever happen again. 

We will keep the victims and their families always in our 
thoughts — they are not numbers, they are not statistics, but real 
people with real lives — as we work to identify responsibility and to 
implement policies and practices that can be effective and lasting. 

Thank you. I appreciate the committee’s interest in this matter, 
and I am grateful to you for acting so swiftly to have us come here 
to discuss it. 

[The prepared statement of Ms. Smith follows:] 
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Good morning, 

Chairman Stearns, Ranking Member DeGette, members of the Subcommittee, 
thank you for having me here today, My name is Dr. Lauren Smith, I am the 
Interim Commissioner of the Massachusetts Department of Public Health and I 
welcome the opportunity to have this discussion. 

I want to say from the outset that my thoughts are with the victims and families 
affected by this tragic outbreak. As a mother, a pediatrician, and a public health 
leader, I have devoted my life and career to protecting the health of others. Have 
no doubt that these events invoke in me the same outrage that you and the rest 
of the public feel. The natural first question we ail ask is “How could this possibly 
have happened?” The necessary second question is “What can we do to ensure 
that this terrible situation does not happen again?” 

For nearly two months, our Department has conducted a joint investigation of 
New England Compounding Center (NECC), alongside our federal partners at 
the Food and Drug Administration (FDA), to answer these questions. 

NECC is a Framingham, Massachusetts-based pharmacy that compounds sterile 
medications, it was identified as the source of the devastating fungal meningitis 
outbreak that has sickened hundreds and led to dozens of deaths across the 
country. For many of you, and for those with cases among your constituents in 
particular, I know these losses hit close to home. 

NECC knowingly disregarded sterility tests, prepared medicine in unsanitary 
conditions and unlawfully engaged in manufacturing, endangering thousands of 
lives as a result. NECC bears the primary responsibility for the harm they have 
caused with these actions. 

I was given the responsibility as interim commissioner less than three weeks ago, 
to lead my department during this crisis. And like you, I have spent the last 
several weeks trying to put together the pieces of this troubling puzzle. 
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Although the majority of these events happened in the previous administration 
and well before I came to the Department, i offer the following chronology based 
on a review of documents and reports from the time. 

Let me begin by noting that by statute, the Massachusetts Board of Registration 
in Pharmacy, supported by the Department of Public Health’s Division of Health 
Professions Licensure, has primary responsibility for oversight of the practice of 
pharmacy in the Commonwealth. 

The Board of Pharmacy Is an independent body, with 1 1 members appointed by 
the Governor. The Board has the responsibility and legal authority to license and 
regulate pharmacies and pharmacists. DPH staff investigators, lawyers, 
administrators, and an executive director support the Board’s operations. 

The Massachusetts Board of Registration in Pharmacy’s interaction with NECC 
began on July 16, 1998, when it obtained its initial license. On February 2, 1999, 
the Board received the first complaint against NECC, which alleged that the 
pharmacy had provided a prescriber with pre-printed prescriptions that 
specifically listed NECC medications. State law prohibits pre-printed 
prescriptions. Prescriptions are required to be patient-specific, and based upon 
the patient’s diagnosis, medical history, allergies, tolerance, and the specific 
constellation of symptoms that the patient is presenting. This complaint was 
resolved in October 1999 with an informal reprimand letter, a non-discipllnary 
action. 

In April 2002, working with the FDA, the Board visited NECC and obtained 
records related to a recent MedWatch report concerning betamethasone, a 
compounded steroid suppository. The FDA investigator met with Barry Cadden, 
owner of NECC, and conducted an inspection on April 9, concerning procedures, 
sterility and record keeping. 

In October 2002, the Board initiated a joint investigation with the FDA at NECC 
related to the April 2002 betamethasone complaints as well as MedWatch reports 
associated with the use of methylprednisolone acetate, the injectable steroid 
medication implicated in this current outbreak. The MedWatch reports pertained 
to two patients who received the steroid and experienced pain and headaches 
and were hospitalized with meningitis-like symptoms. Laboratory tests from these 
investigations identified subpotency of betamethasone and superpotency of 
methylprednisolone acetate. The FDA also noted contamination of one lot of 
methylprednisolone acetate with bacteria. These investigations continued into 
2003. 

Also in 2002, Board of Pharmacy member Karen Ryle convened a Task Force to 
study Board oversight of the compounding pharmacy industry. Barry Cadden 
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served on this Task Force, v\/hich met for nearly two years. The Task Force 
discussed proposals to change regulations around compounding, but records do 
not show whether formal recommendations were made, and the Board did not 
adopt new regulations. 

In February 2004, the Board conducted a follow up inspection of NECC and 
noted that all deficiencies surrounding sterility, safety, quality and procedures 
from the 2002-2003 investigations had been resolved. Just weeks later, however, 
the Board received a complaint, from a pharmacist in Wisconsin, expressing 
concerns with the safety of a topical anesthetic product. The complaint alleged 
that NECC advised the pharmacy to unlawfully use a staff member’s name rather 
than an individual patient’s name in filling a prescription. The Board then in place 
resolved this complaint with a disciplinary warning letter on September 30, 2004. 

Based on this series of investigations, in September 2004, the Board voted 
unanimously to sanction NECC with a reprimand, a three-year probation, and a 
requirement that Barry Cadden obtain additional training in sterile compounding. 
NECC objected to these sanctions, but the Board reaffirmed this approach 
through an additional unanimous vote on November 23, 2004, 

More than a year later, on January 10, 2006, NECC entered into a non- 
disciplinary consent agreement with the Board that was significantly weaker than 
the earlier version. The signed consent agreement stipulated a one-year 
probation to be stayed with the condition that NECC hire an independent 
evaluator. The Board's staff identified Pharmaceutical Systems, Inc. (PSI) as the 
evaluator to conduct inspections of NECC’s compounding practices. 

Despite interviews with Board and staff members involved with these decisions 
and a thorough review of the limited records retained from this period, troubling 
questions remain about what influenced the more lenient consent agreement 
resolution, given NECC's track record. I will not be satisfied until we know the full 
story behind this decision. 

What we know now is that from January to April 2006, the independent evaluator 
PSI conducted an assessment of NECC’s compliance with United States 
Pharmacopeia Standards, and oversaw development of policies and procedures. 
PSI also issued recommendations for process improvement and provided 
training for NECC staff. An April 7, 2006 report from PSI described NECC’s 
compliance with the evaluation. 

Our investigation has revealed that in late April 2006, some Board of Pharmacy 
and Health Professions Licensure staff, including the Board's executive director 
and legal counsel, learned that PSI executives were convicted of federal crimes 
related to defrauding the FDA and selling unapproved sterilization equipment to 
hospitals. However, we have found no evidence to indicate that the Executive 
Director or staff attorney of the Board provided this crucial information to the 
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Board. Nor did they see fit to send inspectors back to NECC in 2006 to determine 
if they were fulfilling the requirements of the corrective action plan. 

In May 2006, the Board voted to affirm that NECC was in compliance with the 
terms of the consent agreement, thus accepting PSI’s findings in overseeing 
NECC’s compliance. 

Consistent with Board policy at the time, which was to inspect pharmacies only 
upon a change in licensure status or upon receipt of a complaint, the next time a 
Board investigator returned to the pharmacy was five years later on May 24, 

201 1 to inspect NECC following its renovation and expansion. This inspection 
included a full review of the facility space, operations, sterility protocols, and 
compliance with United States Pharmacopeia among other factors. The inspector 
found no evidence to suggest that NECC was violating patient-specific 
prescription requirements, and no deficiencies were cited. 

In March 2012, the Board received a complaint pertaining to an insufficiently 
potent eye anesthetic distributed by NECC. This complaint focused on the 
potency of the medication but did not reference sterility concerns. This 
investigation continues. 

In July 2012, some of the same staff members who failed to inform the Board of 
the issues surrounding PSI received a report from the Colorado Board of 
Pharmacy documenting violations of Colorado and Massachusetts pharmacy 
laws. The information provided to the Board executive director and legal counsel 
by Colorado showed that NECC had distributed bulk shipments of drugs to many 
hospitals in that state between 2010 and 2012 without patient-specific 
prescriptions, in violation of NECC’s Colorado and Massachusetts licenses. The 
Colorado Board of Pharmacy issued a cease and desist order to stop NECC from 
engaging in the unlawful distribution of prescription drugs in the state in April 
2011. Colorado informed the FDA of the adverse action, and provided them with 
the report, supporting evidence, and copy of the order. However, there is no 
record of Colorado providing similar notice to the Board or DPH. 

Colorado contacted Board staff in July 2012 because NECC was violating the 
April 201 1 cease and desist order by continuing to prepare and dispense bulk 
shipments without patient-specific prescriptions. However, after receiving the July 
report, both the executive director and legal counsel failed to order an 
investigation, inform the Board of the complaint, or take any other action on the 
Colorado complaint. 

The first two lots of contaminated methylprednisolone acetate linked to the 
meningitis outbreak were prepared in May and June of 201 2. The Colorado 
report was received two weeks prior to the production and shipping of the third lot 
of contaminated vials, which were prepared in August. Though issues of 
contamination with NECC products were not included in the Colorado report, 
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given NECC’s history and the evidence from Colorado that the company was 
violating Massachusetts pharmacy regulations, prompt action was warranted. 

The individuals responsible for this failure to act have been removed from their 
jobs. These steps are consistent with the swift and decisive actions of DPH since 
we became aware of the outbreak. 

Late in the evening of September 24®', the Tennessee Department of Health 
notified our Department about a cluster of six exceedingly rare fungal meningitis 
cases. All six cases shared common risk factors, including an epidural injection 
of a steroid prepared by NECC. The Massachusetts DPH secured a list of 
medical facilities in 23 states that had received shipments of the steroids from 
three suspect lots identified by the Centers for Disease Control and Prevention. A 
day later, we secured a recall of those three lots, totaling 17,676 vials, and began 
our on-site investigation at NECC. 

On October 1"', we were joined on-site at NECC by the FDA and commenced our 
joint investigation. Among a list of troubling findings, investigators observed 
visible black particulate matter in sealed vials that had been returned to NECC 
through the recall. Several batches of the drugs had been shipped by NECC prior 
to the completion of internal sterilization tests. Investigators also found evidence 
that NECC had been dispensing medication in bulk shipments rather than filling a 
patient-specific prescription for each dose dispensed. 

We secured a surrender of NECC’s license, shut down its operations and issued 
a total recall of NECC products. 

Our aggressive investigation not only focused on NECC, but also companies with 
shared ownership. On October 10, we secured the voluntary suspension of 
operations of Ameridose, a Westborough, Massachusetts drug manufacturer also 
owned by Barry Cadden, This closure allowed for a full investigation by DPH and 
the FDA, and eventually led to a total recall of Ameridose products, Ameridose 
remains closed as the investigation continues. 

The Board of Registration in Pharmacy moved to permanently revoke NECC’s 
license, as well as the individual licenses of the three principal pharmacists who 
ran NECC so they may never practice pharmacy in Massachusetts again. The 
Board also issued a cease and desist order to all pharmacy staff at NECC to bar 
them from any compounding activities. 

While taking these forceful and necessary actions, we have also reexamined our 
own approach to regulating this industry. 

It is clear that the compounding pharmacy industry has changed drastically from 
the days of neighborhood businesses that served a local clientele. We 
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recognized that our state regulations needed to be strengthened to address the 
realities of this industry, which has evolved over time, and again we took action. 

On November 1 , Massachusetts enacted a series of emergency regulations to 
bring greater scrutiny to the industry and ensure that we have the tools to prevent 
such a tragedy from happening again. 

Our new regulations stem from the lessons learned from this tragedy and require 
sterile compounding pharmacies in Massachusetts to report volume and 
distribution figures to the state, for the first time. This will alert us to any 
pharmacy that is acting like a manufacturer by producing medication on an 
industrial scale, which requires an FDA license and the additional scrutiny and 
adherence to high manufacturing standards for safety and quality that FDA 
oversight requires. We are also requiring all licensed pharmacies to report to the 
state when they are the subject of investigations by any other states or the 
federal government. This will allow us to know when other entities have identified 
issues with pharmacies in Massachusetts, including other states that issue non- 
resident licenses to pharmacies in Massachusetts. 

The Board of Pharmacy’s prior approach to inspecting pharmacies when they 
first apply for a license, and then again only if they move or if there is a 
complaint, though not out of line with the approach used by most states, is no 
longer sufficient to keep pace with the changing nature of the industry. Since the 
outbreak we have begun unannounced inspections of the state’s 25 sterile 
compounding pharmacies to review how they function when they are not aware 
that an inspection is scheduled. Teams are in the process of conducting 
additional inspections as we speak. 

Massachusetts sterile compounding pharmacies have also been required to 
attest under penalty of perjury that they are meeting all state laws and 
regulations. 

To further strengthen our oversight over sterile compounding pharmacies, we 
need to explore changes to state law. We created a Special Commission, and 
named Christian Hartman, an expert in pharmacy practice and patient safety, as 
its chairman. The Commission will include members of the Massachusetts’ 
Legislature and experts in pharmacy practice, regulatory affairs, and patient 
safety. We will look at best practices in other states, explore new ideas, and 
consider the interplay between state and federal authority. The first meeting of 
the Commission is scheduled for this month and this body will report its findings 
to the Governor by December 31 . 

As we work to raise standards in Massachusetts, we urge Congress to act to 
strengthen federal oversight. It is clear that the patchwork of disparate state 
regulations is not enough to keep the public safe. 



59 


7 


Congressman Markey’s leadership in putting forward legislation is laudable and 
would help fill what he has aptly called a “regulatory black hole” that exists 
between state and federal oversight. Congressman Markey’s report also shows 
that at least 34 states have had deaths or illnesses stemming from violations at 
compounding pharmacies nationwide before this current meningitis outbreak. We 
join Congressman Markey in supporting immediate federal action. 

As a pediatrician who has looked into the faces of children and families at their 
most vulnerable moments, I understand the faith and trust that patients place in 
our health care system. I would never have contemplated that a medicine I might 
prescribe to my patients could actually be the source of such harm. We must use 
these terrible events as an impetus to work together, as public health officials 
and legislators, to reaffirm the trust that has been broken by the circumstances 
surrounding this outbreak. 

1 pledge to you that Massachusetts will continue to do whatever we can, make 
any changes, and identify any areas of new law to make sure something like this 
never happens again. We intend to identify responsibility but also focus on 
reforms that will be effective and lasting. 

As the victims and their families remain always in our thoughts, we accept the 
challenge of reform that lies ahead. 

Thank you. And I am happy to take your questions. 
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Mr. Stearns. Thank you, Dr. Smith. 

Commissioner Hamburg, the title of this hearing is “The Fungal 
Meningitis Outbreak: Could It Have Been Prevented?” 

Now, your testimony is 16 pages long. There is one sentence on 
FDA oversight on the New England Compounding Center prior to 
the outbreak. Now, this was — this is an investigative hearing. This 
was a complete and utter failure on the part of your agency and — 
Dr. Smith in her testimony admitted — and the State Board of 
Pharmacy. The committee’s memorandum that we did, we had 25 
pages laying this out. Yet you devoted just 1 sentence of your 16 
pages in your opening statement that even talked about this over- 
sight. 

Over the years, the FDA repeatedly — repeatedly documented nu- 
merous problems at the NECC. Many of these problems are simi- 
lar, if not identical, to the same problems which caused this out- 
break. The agency ultimately issued a warning letter in 2006, 6 
years ago, stating that if the company did not alter its practices, 
FDA would seize its product or issue an injunction and effectively 
shut down NECC. 

Now, we heard Dr. Smith; you heard her testimony this morning. 
She talked about the mistakes they made and what they are going 
to do to correct it. You are here with your opening statement, you 
are practicing plausible deniability is what you are practicing. 

When FDA issued the 2006 warning letter, did FDA have the au- 
thority to do what it said — namely, seize the drugs and shut down 
the committee — the company? Yes or no? 

Ms. Hamburg. I think it is important — the fact is 

Mr. Stearns. No, the question is, did you have the authority 

Ms. Hamburg [continuing]. The one letter did not involve ste- 
rility failures, and it was not in relation to the kinds of problems 
that we are addressing now. 

Mr. Stearns. So you are saying your letter was an empty threat? 

Ms. Hamburg. You know, I think one of the great challenges 

Mr. Stearns. No, the real question is, did you think you had the 
authority 

Mr. Waxman. It wasn’t her letter. 

Ms. DeGette. It wasn’t her letter. 

Mr. Stearns. Well, not your letter, personally, but 

Ms. Hamburg. I think it is important to understand that I was 
not at 

Mr. Stearns. No, I understand that and I appreciate that. 

Ms. Hamburg [continuing]. The FDA at the time and that 

Mr. Stearns. And I am just staying that the frustration we have 
is 

Ms. Hamburg [continuing]. The warning letter and the inspec- 
tion it was based on had to do with a different set of complaints 
than sterility failures 

Mr. Stearns. Let me rephrase the question. Do you think the 
FDA had the authority to shut down NECC? Yes or no? 

Ms. Hamburg. I think that is a very, very complex question and 

that the legal framework 

Mr. Stearns. So you can’t answer that question now? 

Ms. Hamburg [continuing]. For FDA activities is 

Mr. Stearns. OK, let me ask another question. 



61 


Ms. Hamburg [continuing]. Very, very unclear 

Mr. Stearns. If you are not going to answer this question 

Ms. Hamburg [continuing]. Contested, and limited. 

Mr. Stearns, [continuing]. Let me ask you 

Mr. Waxman. May she answer the question? 

Mr. Stearns. Well, she is not answering the question, Mr. Wax- 
man. 

Mr. Waxman. She is trying. 

Mr. Stearns. Well, I had asked her “yes or no,” and she won’t 
answer the question. 

Ms. DeGette. She can’t. 

Mr. Stearns. This is my — my questions can he asked. You can 
ask your question. 

Ms. Hamburg. You know, I think that the answer to your ques- 
tion is that, even on much smaller regulatory actions, the FDA au- 
thority to act was contested. Even going into NECC to do that in- 
spection in 2004 

Mr. Stearns. OK. Let me interrupt you 

Ms. Hamburg [continuing]. We did not get access to the records 
immediately. 

Mr. Stearns. I am asking the questions, and I only have so 
much time. 

You issued the letter in 2006. You said you were going to shut 
it down if they didn’t improve on their quality assurance. Was that 
an empty threat? 

Ms. Hamburg. The 

Mr. Stearns. Did the FDA think they had the jurisdiction, they 
had the responsibility to shut it down? 

Ms. Hamburg. The warning letter concerned, first and foremost, 
an issue that had to do with making copies of a commercially avail- 
able drug. 

Mr. Stearns. We have a different interpretation 

Ms. Hamburg. It was a different issue. 

Mr. Stearns [continuing]. Of my question. Let me interrupt you 
and ask you another question. 

When the FDA inspected the NECC in 2002 — that is 10 years 
ago — there was evidence that people had been infected by contami- 
nated NECC products. Some of those people were experiencing 
meningitis-like symptoms. 

What proof did the company provide then that it had corrected 
these problems? 

Ms. Hamburg. Well, as I think you understand from the docu- 
ments we provided and the information that has been discussed, it 
was — we went in and we found problems, and we worked closely 
with the Massachusetts Board of Pharmacy to address them. But 
it was determined that the primary responsibility for overseeing 
NECC was Massachusetts because they were operating as a com- 
pound pharmacy 

Mr. Stearns. So you were deferring to the State of Massachu- 
setts? 

Ms. Hamburg. Well, we worked with the State. We 

Mr. Stearns. OK. 

Ms. Hamburg [continuing]. Tried to provide help and assistance. 

Mr. Stearns. All right. 
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Ms. Hamburg. But the responsibility for assuring 

Mr. Stearns. So it is not your job; it is the State of Massachu- 
setts’. OK. 

Ms. Hamburg [continuing]. Compliance with sterility issues was, 
in fact 

Mr. Stearns. Let me ask this last question. 

Ms. Hamburg [continuing]. Not our direct responsibility. 

Mr. Stearns. Before the current outbreak, the last time FDA in- 
spected the NECC was in January of 2005, which led to the warn- 
ing letter. The warning letter stated that FDA may conduct follow- 
up inspections to ensure that the NECC was in compliance. 

There was not a single follow-up inspection that occurred after 
2005; is that correct? Yes or no? 

Ms. Hamburg. That 

Mr. Stearns. Do you want me to repeat the question? There was 
not a single follow-up inspection that occurred after 2005. 

Ms. Hamburg. We did not do 

Mr. Stearns. OK. 

Ms. Hamburg. Again, I have to 

Mr. Stearns. OK. That is a “yes.” 

Ms. Hamburg [continuing]. Make clear that I was not 
present 

Mr. Stearns. All right, let me finish. 

Ms. Hamburg [continuing]. At the FDA at the time. 

Mr. Stearns. After noting 

Ms. Hamburg. And it is my understanding 

Mr. Stearns. OK. 

Ms. Hamburg [continuing]. And I cannot speak 

Mr. Stearns. OK. 

Ms. Hamburg [continuing]. To all of the issues that were in- 
volved there, but 

Mr. Stearns. You are taking my time. Let me finish. 

After noting violations upon violation — violations upon violation 
in 2002 through 2005, why did the FDA feel confident that the 
NECC would correct its violations and obey the law? I mean, you 
had from 2002 to 2005 all these violations. What made you think 
that they would correct them? And not you, personally; I under- 
stand you weren’t there. 

Ms. Hamburg. With respect to the first violations concerning the 
sterility issues, those were very serious concerns. We acted aggres- 
sively, in partnership with the State of Massachusetts. 

But the day-to-day responsibility for overseeing the practice and 
remediating the sterility failures were taken on by the State of 
Massachusetts, who had the primary day-to-day oversight of this 
compounding pharmacy. A consent decree was reached in 2006, 
and we had understood, as had the Massachusetts Board of Phar- 
macy, that they were appropriately addressing those sterility con- 
cerns. 

We had gone in in relation to a different complaint from a com- 
pany about the copying of an FDA drug. And in that instance — we 
went in in relation to the manufacture of a specific product, trypan 
blue — it was not an issue of sterility failure or the conditions in the 
facility, but it was a practice that we felt they should not be pur- 
suing, and that was what we were trying to address. 
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Mr. Stearns. My time has expired, and I recognize the ranking 
member from Colorado, Ms. DeGette. 

Ms. DeGette. Thank you very much, Mr. Chairman. 

Dr. Hamburg, I want to try to clarify what is going on here, so 
I would appreciate short answers also. 

Now, most of the FDA inspections into this manufacturer, NECC, 
were about 10 years ago, correct? And that was under the FDA 
under the Bush administration, correct? 

Ms. Hamburg. That is correct. 

Ms. DeGette. OK. Now, in 1997 — I was actually here then — the 
FDA Modernization Act excluded the small — well, it excluded drug 
compounders, for the most part; is that correct? 

Ms. Hamburg. That is correct. If a pharmacy was operating in 
accordance with certain conditions, then they were excluded. 

Ms. DeGette. So the FDA didn’t have authority over those types 
of compounders, correct? 

Ms. Hamburg. That is correct. 

Ms. DeGette. So after the 1997 act was passed, when the FDA 
received complaints about drug compounding, it had to go over the 
hurdle of determining whether those conditions had been met or 
not before the FDA was determined to even have authority; is that 
correct? 

Ms. Hamburg. Correct. 

Ms. DeGette. So what happened here is that the FDA was con- 
tacted in 2002 about some problems. They went into NECC, they 
found some problems, and there was a whole series of investigative 
efforts after that, correct? 

Ms. Hamburg. Yes. 

Ms. DeGette. And one of the issues in this case and in other 
cases was whether the FDA even had authority to be investigating 
complaints, whether or not this particular manufacturer fell under 
the appropriate criteria, right? 

Ms. Hamburg. With respect to the public health threat that was 
identified in 2002, we went in and aggressively investigated and 
worked with the State of Massachusetts to get those cont^aminated 
products recalled to prevent ongoing damage to patients. Then, be- 
cause this was a compounding pharmacy, with the primary respon- 
sibility for oversight resting with the Massachusetts State Board of 
Pharmacy, they were responsible for the efforts 

Ms. DeGette. “They”? Who is “they”? 

Ms. Hamburg. The Massachusetts State Board of Pharmacy. 

Ms. DeGette. Massachusetts was primarily responsible because 
it was a compounding pharmacy, right? 

Ms. Hamburg. Because it was a compounding pharmacy. 

Ms. DeGette. OK. So, in other cases, not particularly NECC but 
in other cases, when the FDA tried to assert jurisdiction over 
compounding pharmacies in similar situations, they were actually 
sued in court, the FDA was sued in court by these companies, say- 
ing the FDA didn’t have jurisdiction over these pharmacies, cor- 
rect? 

Ms. Hamburg. That is correct. 

Ms. DeGette. And, in fact, there is a court case that covers part 
of the whole country that says the FDA doesn’t have jurisdiction; 
is that right? 
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Ms. Hamburg. The challenge we have today is that there is a 
patchwork of legal authorities that really oversee the regulatory ac- 
tions that we can take. We have a split circuit court decision. There 
is a map that we have that shows that, you know, unfortunately, 
we have unclear, fragmented legal regulatory frameworks that 
make it very hard to understand how best to exercise enforcement. 

Ms. DeGette. Well, and so if you have an emergency like this, 
if you have an emergency like this, sometimes what you are afraid 
of is — ^you are going to act aggressively, but you are afraid that you 
are going to be hauled into court. And that is why oftentimes you 
go to the State regulatory agency; is that correct? 

Ms. Hamburg. Absolutely. The fact that we have unclear, lim- 
ited, and contested authorities and ambiguities in the law and a 
crazy quilt of legal authority has required us to be very reactive, 
responding to those serious public health threats, and selective. 
And, of course, every effort is resource-intensive, as you say, and 
often will end up in litigation. 

Ms. DeGette. OK, so let me ask you this: If Congress clarified 
what we meant in the 1997 act with these large compounding 
pharmacies, that we, yes, indeed, intend to give the FDA jurisdic- 
tion, that will help you be able to protect these patients better by 
either doing inspections to prevent these problems in the first place 
or by requiring quick recalls; is that correct? 

Ms. Hamburg. Absolutely. 

Ms. DeGette. Thank you. 

Ms. Hamburg. We clearly need additional authority. 

Ms. DeGette. I just want to ask a really quick question of Dr. 
Smith. 

I really appreciate the efforts that you are making since you took 
over. But, again, most of these things that happened — in fact, all 
of these things that happened — happened before your tenure. Dr. 
Smith. 

And I guess I would like to know — and in reading all the docu- 
ments and all of the history of this, it is obvious to me that the 
ball was dropped, and dropped in a big way, by the Massachusetts 
regulators. And so my question is, what is Massachusetts doing 
now to make sure this never happens again? 

Ms. Smith. Well, I agree with you that there were certainly 
missed opportunities and lapses of judgment that demonstrate sig- 
nificant irresponsibility. And we have taken action with the staff 
that demonstrated that. 

In terms of what we are doing now, I think the highlight would 
be the enactment of the emergency regulations, importantly, which 
would require sterile compounding pharmacies to produce informa- 
tion regarding volume and distribution — the volume issue being so 
important because if you are making numerous batches, thousands 
of vials of material, then effectively you are acting more like a 
manufacturer than the more traditional compounder. 

We also require pharmacies to provide information on any State 
or Federal investigations that concern them. That would allow us 
to have known that your State’s board of pharmacy had, in fact, 
issued a cease-and-desist to NECC in April of 2011 for this same 
issue of providing bulk prescriptions that were not patient-specific. 
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And, lastly, we have done the — convening a special commission 
to really understand what are the best practices in strengthening 
the oversight of this evolving industry. 

We clearly are committed to making sure that this doesn’t hap- 
pen again, and we want to do everything in our power to do that. 

Ms. DeGette. Thank you. 

Thank you very much, Mr. Chairman. I appreciate your indul- 
gence. 

Mr. Stearns. The chairman of the full committee, Mr. Upton, 
the gentleman from Michigan. 

Mr. Upton. Thank you, Mr. Chairman. 

I just want to remind all of us here that this committee has a 
very long tradition, even before John Dingell, of working with 
strong members to identify problems in this country, to expose 
that, and then coming back with legislation to fix it so it doesn’t 
happen again. 

And one of those, as we all review this case and see what was 
there — the recent inspection, the visible black particulate, the 
tacky mats, the leaking boiler, the bird flying around — I mean, it 
is just, what gives? I mean, if this was found just recently — and it 
is our understanding that there were similar types of contamina- 
tion in earlier years — what is the problem without — what is the 
problem by not shutting down something like this until it is cor- 
rected? 

And if you don’t have the authority, then we need to make sure 
that it is there. And it seems pretty reasonable to me that, in fact, 
you did have the authority to not only have unannounced inspec- 
tions but to come in and correct it so that it didn’t get to this stage. 

Certainly, with the deaths of people across the country and the 
questions that are raised today, as part of the tradition of this com- 
mittee, we have to have the right information to find out if some- 
thing is off track or whatever. 

And I guess one of the concerns that I have is that, in a bipar- 
tisan letter that was sent nearly a month ago, we asked the FDA 
for documents, for internal communications, to find out what dis- 
cussions were going on, what was the feedback from the company. 
And it is my understanding that to date we have some emails that 
have come back but not anywhere close to what we ought to have 
as we really try to move an investigation forward and try to get 
to the very bottom of this and make sure that it never can happen 
again. 

And I would ask Commissioner Hamburg if we can have a com- 
mitment from you, as it relates back to the letter that we sent on 
October 17th, that we get the full cooperation from your staff so 
that we can come back and ask questions and really try to get to 
the bottom of this to identify where are the problems. Because, 
clearly, they were there, right? 

Ms. Hamburg. We will work very hard with you. We appreciate 
the work this committee is undertaking. We have tried to get you 
documents in a timely way. We have, you know, so far been able 
to get you 

Mr. Upton. Not very many. 

Ms. Hamburg [continuing]. You know, the 2,000 pages of docu- 
ments. But, unfortunately, we are also pursuing the active public 
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health investigation response, and many of the same people that 
are involved, have the right expertise and knowledge of the issues, 
are working on that at the same time that we are trying to get you 
that information. 

And of course, as Congresswoman DeGette pointed out, this con- 
cerns activities, some of it going hack many years to a different ad- 
ministration and different employees at the FDA. So we are going 
through, trying to get all those documents, and we will he con- 
tinuing to provide you with the information you have requested. 

Mr. Upton. Well, I just want to say, I had a long discussion last 
month during the break with my colleague from Michigan, Mr. 
Dingell. Very frustrated about what was going on. Wanting to get 
to the bottom of this, wanting to make — you know, as we all think 
about the FDA’s proper role, I mean, this would be it. I mean, as 
we all identify facilities in our own districts — I know that when I 
go visit, it is clean as a whistle. It really is. The people are proud 
to have the jobs that they have. It is as sterile as you can imagine. 

And I can’t, you know, for the life of me, as we read about this 
information from eyewitness accounts and inspections that were 
there before, and to have it go on and on and on without a follow- 
up, without — I mean, that is not — that is not what anyone is ex- 
pecting the FDA to do. When you find this stuff, it needs to stop. 

And, as Americans, we demand that for manufacturing here. We 
also expect it to happen overseas. And your inspections in China 
and other places, that the products that are being produced are 
safe, not only for Americans but all humans. And when we — you 
know, we get terribly frustrated. 

I know you tried to call me yesterday afternoon. It was my first 
day back. And we are going to continue to communicate, I can as- 
sure you. 

But we want to get to the bottom of this. We want to find out 
what really did break down and where are the questions that have 
to be answered so that, in fact, you do have the baseball bat to go 
after these companies that are — it is not right. And this is not 
going to be the last hearing, because we don’t have the information 
that we need to proceed. 

So I would like to get just — I know my time is expiring, but we 
would like to get a commitment from you that, in fact, you will be 
totally responsive to the questions that are asked by Republicans 
and Democrats so that we can figure out where this train got off 
the track so that we can put it on and we can assure every person 
in this country that, in fact, the FDA is working as it should. 

And we shouldn’t have to hear the stories that we did earlier this 
morning with Mrs. Lovelace and our constituents, whatever State 
that they are in. And I would like to get that from you and just 
assure you that we are not — this is not a one-time deal. We are 
going to get to the bottom of it. 

Ms. Hamburg. You have my absolute commitment that we will 
continue to work with you and all of your requests for additional 
information. 

You have also touched on a very important point that I want to 
underscore, though, which is that we have responsibilities for over- 
sight of manufacturers and drug facilities in this country and 
around the world, but our authorities to provide oversight of drug 
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manufacturers is very different than our authority to oversee 
compounding pharmacies, which are, in fact, exempted from impor- 
tant aspects of FDA law. 

And there is, you know, this disconnect between different legal 
requirements in different parts of the country, as well. We have 
ambiguous, fragmented, unclear, and contested authorities in this 
particular realm of pharmacy and drug manufacturing practice. 

And that is what our opportunity is now and what our responsi- 
bility, I think, is, to work together to really create new legislative 
authority that defines the best approaches, that gives us the broad- 
er authorities that we need to address this growing arena of what 
we call “nontraditional compounding” that involves larger volume, 
more complex products, including sterile products, and broader dis- 
tribution, potentially putting more patients at risk. 

And there are gaps in the oversight authorities of the States, 
who have primary responsibility for overseeing compounding phar- 
macies, and the FDA. And we need to make sure that we have a 
seamless system that protects patients. 

Mr. Stearns. The gentleman from California, Mr. Waxman, is 
recognized for 5 minutes. 

Mr. Waxman. Thank you, Mr. Chairman. 

I want to commend Chairman Upton for his statements and his 
questions because I think this committee needs to respond on a bi- 
partisan basis. 

And I think we need to correct the law, and we ought to try to 
do it before we leave at the end of this year for this simple reason: 
When you get into the next year, some of these interest groups are 
going to gear up to stop legislation. They will say that we really 
don’t need to have the FDA look at these compounders. FDA regu- 
lates the manufacturers, but the compounders are going to be regu- 
lated at the State level. 

Now, you are being criticized. Dr. Hamburg, as the head of the 
FDA, for the problems that were primarily the responsibility of the 
State of Massachusetts. And often we hear on this committee, “We 
ought to let the States handle things, not the Federal Govern- 
ment.” 

In fact, I want to express some sympathy for you at FDA because 
you are in a no-win situation. When the FDA asked for more data 
to determine whether a drug is safe and effective, or takes enforce- 
ment action for violations of good manufacturing practices, the 
agency is accused of being a job-killer, an over-regulator. But now 
when something terrible happens, we hear that something went 
wrong and everybody is quick to jump on you for not doing enough. 

Now, if we expect you to do more, we better be sure that the stat- 
utory law gives you enough authority to do your job, if we want you 
to do the job and not the State to do the job. 

And let me be very critical of the State. The State of Massachu- 
setts dropped the ball. They entered into a consent decree with the 
company and said — it was a weaker consent decree than they origi- 
nally started with, and said, oh, you ought to get an independent 
inspector. So the company hired an independent inspector. And 
then the independent inspector came back and said, everything is 
fine. And then there were questions about whether this was really 
an inspector that was independent, which is a good thing to keep 
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in mind when we say, let the companies decide who to pick to in- 
vestigate themselves. 

So let’s look at what we can do now. How many compounding 
pharmacies are there in the United States? 

Ms. Hamburg. You know, we don’t know the exact number be- 
cause they are not required to register, and so, you know, we are 
really uncertain. But there are thousands of pharmacies that do 
compounding. We think that there are about 7,500 pharmacies that 
do more so-called advanced compounding and about 3,000 facilities 
that are doing sterile compounding. 

Mr. Waxman. Now, compare that to manufacturers where there 
is no question that you have the jurisdiction to inspect them and 
to approve their drugs and to recall their drugs. How many manu- 
facturers are there — manufacturing facilities compared to the 
compounding facilities? 

Ms. Hamburg. You know, there are about 5,600 manufacturers 
that we provide oversight for, including regular inspections. And 
there is a broader array of facilities that we also oversee in that 
context. 

Mr. Waxman. Well, in 1997 Congress attempted to codify an 
FDA regulatory system with respect to these compounding phar- 
macies, but then the Supreme Court later invalidated a part of that 
law, raising the question of whether the rest of the law is still in 
force. 

Some have argued the FDA still has the ability to cobble together 
other authorities to act to prevent this tragedy caused by NECC. 
I don’t know if that was a realistic possibility or not. 'VS^at I do 
know is that, at the very least, there is a dangerous lack of clarity 
in FDA’s authority here, and we should fix that. 

Do you think there is a lack of clarity? 

Ms. Hamburg. I think there is an enormous lack of clarity, and 
I think we should seize this opportunity to address it. We 

Mr. Waxman. What authority and enforcement tools does the 
FDA need to better enable you at the FDA to take effective action 
when you discover problems at compounding pharmacies? 

Ms. Hamburg. Well, we feel that there needs to be a risk-based 
framework that enables us to play our critical role in overseeing 
drugs that are going to the American people. Compounding has an 
important role in addressing medical needs, and traditional 
compounding is probably best overseen at the level of the State, 
though it should always be undertaken by a licensed pharmacist or 
physician and in accordance with a prescription for a patient for a 
specific medical need. 

Mr. Waxman. We 

Ms. Hamburg. But there is this area of nontraditional 
compounding, where we think really there needs to be focused at- 
tention and new legislation. 

Mr. Waxman. Now, all pharmaceuticals that are compounded 
don’t need to be regulated by the FDA, because the traditional way 
we think of it is a pharmacist putting together a prescription for 
somebody who has a special need. But now we have an example of 
a company that is shipping it all over the country. They are mak- 
ing a drug and they are shipping — they are like a manufacturer of 
the drug. 
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What we need from you is very specific authorities that you must 
have to be able to deal with this. And the second thing we need 
to recognize is your budget. Because if we give you authority and 
there are thousands of compounding pharmacies, your agency I 
can’t imagine has the resources to regulate every single one of 
them, and we need to — you need to rely on the States to com- 
plement the FDA’s oversight. Is that a fair statement, that you rely 
on the States? 

Ms. Hamburg. That is a fair statement. 

And with respect to the authorities, I did outline in the testi- 
mony. But we clearly believe that for nontraditional compounders 
there should be Federal standards that would establish basic safety 
measures, including sterility controls. Could be enforced by the 
State or by the FDA, but those need to exist. 

Then we need standards, new authorities around registration, so 
we know who is out there and what they are making. We need to 
be able to review records 

Mr. Waxman. Let me — ^you are absolutely right. 

And I want to say to Chairman Upton and, for the record, all the 
members of this committee that we need to get this information. 
We have to get the right balance. We ought to do it before we leave 
at the end of the year and make it very clear that we are not just 
saying, “You are at fault, you are at fault, somebody else is at 
fault.” We are going to be held responsible, as Members of Con- 
gress, to make sure the law is clear and that the agency has the 
ability and resources to do the job that everybody expects you 
should have done. And we want to make sure that you are able to 
do it. 

Thank you, Mr. Chairman. 

Mr. Stearns. The gentleman’s time has expired. 

The gentleman from Texas is recognized for 5 minutes. 

Mr. Barton. Thank you, Mr. Chairman. 

I mean, we have a tragedy of significant proportions here. Thirty- 
two people have died; probably more will. We have a bipartisan in- 
vestigation before this subcommittee. And we understand that, you 
know, business as usual is not acceptable. 

Having said that, apparently the FDA has decided this is some- 
thing that they can use to be able to get more authority to regulate 
or inspect certain transactions that compounding pharmacies do. If 
there really is a lack of regulatory authority at some level, then 
that is a legitimate policy recommendation. But if there is not a 
lack of regulatory authority in existence in State and Federal law 
right now, then it is unnecessary. 

And my first question is to both Dr. Hamburg and Dr. Smith. 
Are you all both stating that under current State and Federal law 
neither the State nor the FDA had the authority to seize these 
drugs or to shut this company down? 

Ms. Hamburg. I think it is important to understand 

Mr. Barton. I want a — I don’t need a long — I think it is impor- 
tant. If the State of Massachusetts doesn’t have the authority and 
the FDA doesn’t have the authority, that is one thing. But we have 
a warning letter, 2006, issued by the FDA. Now, this is before you 
were the Commissioner. It says, “Failure to promptly correct these 
deviations may result in additional regulatory action without fur- 
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ther notice, including seizure or injunction against you and your 
firm.” So, in 2006, in the FDA’s warning letter, it was the thought 
at that time that the FDA had sufficient authority. 

And Dr. Smith, on behalf of the Massachusetts — she has only 
been on the job 3 weeks, so we can’t hold her liable for what hap- 
pened, you know, 10 years ago, 6 years ago, 7 years ago. But I 
don’t think there is any question that if Massachusetts felt there 
was a violation, they had the authority to shut it down. 

So, you know, I think we ought to work on using the authority 
that we have, as opposed to trying to get additional authority at 
the Federal level. 

The FDA went in and inspected this particular company on at 
least two different occasions and, as far as I can tell, other than 
issuing one warning letter, didn’t do anything at all. 

Ms. Hamburg. The truth is that in the initial inspections, we 
worked very closely with the Massachusetts Board of Pharmacy, 
which has the responsibility for licensure and oversight on a day- 

to-day basis of compounding pharmacies, but 

Mr. Barton. So, again, go back and answer my question. 

Ms. Hamburg [continuing]. We acted to make sure that the con- 
taminated product was recalled and not continuing to put people 

at risk. Our first priority was 

Mr. Barton. So you are saying the FDA did have the authority 
or did not have the authority? 

Ms. Hamburg. We worked closely with Massachusetts, who 
had 

Mr. Barton. Can you ever give a straight answer to the ques- 
tion? 

Ms. Hamburg [continuing]. The primary responsibility for the 
oversight of that facility. 

Mr. Barton. Either you do or you don’t. 

Ms. Hamburg. I think, you know, what is very clear is that 

Mr. Barton. What is very clear is that you don’t want to answer 
the question. 

Ms. Hamburg. No, it is complicated, and that is reflected here. 
But the responsibilities are different. What FDA has clear and 

strong responsibility for and oversight of 

Mr. Barton. Let me ask Dr. Smith. 

Ms. Hamburg [continuing]. Is drug manufacturers. 

Mr. Barton. Dr. Smith, does your State 

Ms. Hamburg. These are held to a different standard. 

Compounding pharmacies are 

Mr. Barton. Does your State agency have the authority to shut 
this company down if you see a clear violation of the law, yes or 
no? 

Ms. Smith. Yes, it does. 

Mr. Barton. OK. 

Ms. Smith. And, in fact, we 

Mr. Barton. Thank you. Now, if you 

Ms. Hamburg. But the State of Massachusetts 

Mr. Barton. At least you got 

Ms. Hamburg [continuing]. Has the oversight responsibility for 
compounding pharmacies on a day-to-day basis. FDA has a dif- 
ferent set of authorities. 
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And the challenge is that these authorities, as evidenced by that 
map, are fragmented. And what enforcement actions we can take 
have to be seen through different lenses in different parts of the 
country. 

Mr. Barton. All right. 

Ms. Hamburg. We don’t have clear 

Mr. Barton. I am going to try one more time. Dr. Hamburg. 
Under current law, does the Food and Drug Administration of the 
United States of America have authority over adulterated drugs? 

Ms. Hamburg. We have authority over adulterated drugs, 
and 

Mr. Barton. Thank you. 

Ms. Hamburg [continuing]. We can take actions in relation to 
that. 

Mr. Barton. OK. 

Mr. Dingell. May the Congressman from Texas have 1 addi- 
tional minute? And I would ask that he would yield to me. 

Mr. Stearns. By unanimous consent, so ordered. 

Mr. Barton. And I would be happy to yield to my good friend, 
the gentleman from Michigan. 

Mr. Dingell. I thank my friend. 

Commissioner, two agencies here have dropped the ball. The 
Massachusetts agency has had to fire its head because it didn’t do 
its job. Your agency — and I don’t want you to be defensive; I just 
want you to recognize a hard fact. Your agency did not use your 
power to define who is a manufacturer. Here you have an agency 
that is — that in just one has sold over 17,000 doses in something 
like 23 States. 

Don’t you have the authority to define who is a manufacturer 
and who is a compounder? And if you do, why didn’t you do it? 

Ms. Hamburg. The problem is that the current legal regulatory 
framework says either you are a compounder or you are a manufac- 
turer, and there, in fact, is 

Mr. Dingell. And you may define both, may you not? You have 
that authority, and you did not do it. 

Ms. Hamburg. I 

Mr. Dingell. And I thank the gentleman for yielding. 

Ms. Hamburg. The concern, though, is that if it is all or nothing 
that way, then these facilities, if they were defined as manufactur- 
ers — 

Mr. Dingell. Commissioner, we are trying to solve the problem. 
This is not an issue of where you are here to defend yourself. If 
you choose to do that, you are going to have a very hard time in 
this committee. We do not tolerate that kind of foolishness, and I 
would assure you that you are putting your head in the noose. 

I would urge you to just cooperate with us and with my good 
friend and give us the answers that we need 

Mr. Barton. All right. Now 

Mr. Dingell [continuing]. So that you can address your prob- 
lems — 

Mr. Barton [continuing]. If I can reclaim the time I no longer 
have 



72 


Mr. Stearns. Just to recognize where we are, we had a unani- 
mous consent to give Mr. Dingell 1 minute, and the time now be- 
longs to Mr. Barton. 

Mr. Barton. I am just going to 

Mr. Stearns. If you would finish up and we will move on to 

Mr. Barton. Yes, I will be quick. 

I want to be explicitly clear. If there really is a regulatory gap — 
based on the record that I have reviewed, I don’t believe there is. 
But if there is, I suggest there is a bipartisan coalition on this sub- 
committee and full committee that will move legislation to correct 
it. 

If, however, there is no regulatory gap, I also think there is a bi- 
partisan coalition on this subcommittee and full committee to work 
to make sure that the State and the Federal agencies with jurisdic- 
tion work together to solve this problem and to prevent it from 
happening in the future. 

And, with that, Mr. Chairman, I yield back. 

Mr. Stearns. Yield back. 

And I want to thank the dean of the House of Representatives 
for his taking the initiative to really get the Commissioner to an- 
swer the question that both Mr. Barton and myself and others have 
asked, is whether you have the jurisdiction, and I think the answer 
is yes. 

Ms. Hamburg. No 

Mr. Stearns. We recognize for 5 minutes Mr. Dingell. 

Mr. Dingell. I thank you, Mr. Chairman. 

Commissioner, I would appreciate “yes” or “no” answers here. 

Do you have sufficient authority to inspect compounding phar- 
macies, yes or no? 

Ms. Hamburg. No. 

Mr. Dingell. Would you please submit is to us what authorities 
you need so that we can see to it that it is done? 

Do you have the authority to access all records when inspecting 
a compounding pharmacy, yes or no? 

Ms. Hamburg. No. 

Mr. Dingell. Please submit to us the information on what you 
need so we can see to it that that is given to you. 

Do you have authority to require compounding authorities to — 
rather, compounding pharmacies to register with FDA, yes or no? 

Ms. Hamburg. No. 

Mr. Dingell. Would you please submit to us the authorities that 
are needed so that we can address that problem? 

All right. Do you have the authority to require compounding 
pharmacies to report adverse events to FDA, yes or no? 

Ms. Hamburg. No. 

Mr. Stearns. Would you please submit to us what authorities 
you need in that area? 

You heard earlier my question about whether or not you have 
the authority to define who is a compounding pharmacy and who 
is a manufacturer. Do you have authority to do that or not, yes or 
no? 

Ms. Hamburg. Yes, on a very technical level. 

Mr. Dingell. All right. If you need some reform of that author- 
ity, please submit that information to us. 
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Ms. Hamburg. We definitely do. 

Mr. Dingell. Commissioner, do you have authority to require 
compounding pharmacies to follow good compounding or something 
equivalent to good manufacturing practices, yes or no? 

Ms. Hamburg. No, we do not. 

Mr. Dingell. Would you please submit to us the authority that 
you require? 

Now, this question to both you and to Dr. Smith: Do you have 
sufficient authority between your agencies. State agencies and the 
Federal agencies, to assure that you are able to coordinate your au- 
thorities and to achieve the necessary controls over both manufac- 
turers and compounding pharmacies? 

Ms. Hamburg. I believe we do not. 

Mr. Dingell. You do not. 

What is your view on that. Dr. Smith? Yes or no? 

Ms. Smith. We don’t regulate or oversee manufacturing, so 

Mr. Dingell. OK, but can you define a compounding pharmacy 
so that you can define your authority? We have here something 
where a major problem fell between the cracks. Please submit the 
answer to us for the purposes of the record. 

Now, again, to the Commissioner, do you have authority to re- 
quire compounding pharmacies to indicate on the label of their 
product that the product was compounded and not approved by 
FDA, yes or no? 

Ms. Hamburg. We do not. 

Mr. Dingell. Would you please submit the authority — the au- 
thority that you need? 

Commissioner, it does not sound to me like FDA has authorities 
to oversee compounding pharmacies, and there is a question of 
your authority to define who is a compounding pharmacy. Do you 
have efficient — do you have sufficient authority to oversee 
compounding pharmacies now, yes or no? 

Ms. Hamburg. We do not, no. 

Mr. Dingell. OK. Please submit to us your suggestions for that 
authority to be given. 

Do you — would you submit to the committee any additional au- 
thorities that I have not been able to define here this morning that 
we should address to you? 

Now, Commissioner Hamburg, your agency is in receipt of two 
letters dated October 9 and 16, 2012, from my office regarding this 
situation. When will you submit to us a response to those letters 
so that we can have that information available to us as the com- 
mittee proceeds? 

Ms. Hamburg. We will get you those responses as soon as pos- 
sible. 

Mr. Dingell. As soon as you can. 

Mr. Chairman, with thanks, I return to you 24 minutes. 

Mr. Stearns. I think 

Mr. Dingell. One more question, Mr. Chairman. Those two let- 
ters, I would ask that they be inserted in the record and the re- 
sponse that will be received by the committee. 

Mr. Stearns. We have seen those letters. By unanimous consent, 
so ordered. 

Mr. Dingell. Thank you. 
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Mr. Stearns. And I thank the gentleman from Michigan. 

The gentleman from Nebraska, Mr. Terry, is recognized for 5 
minutes. 

Mr. Terry. Thank you, Mr. Chairman. 

Here — I want to follow through on some of the gentleman from 
Michigan, Mr. Dingell’s questions because I really do think that is 
at the heart of us trying to figure out where our jurisdiction lies 
or doesn’t lie with the FDA and our role. 

So I have toured compounding facilities in my district, which 
usually are small operations. In the part of a current pharmacy, 
somebody brings in a prescription that is unique, they compound 
it, and it is for that patient. That is compounding. 

And I don’t think the FDA would want — and that is a question 
for a different day — the jurisdiction to go into every pharmacy that 
has compounding abilities to make something specific for one of 
their clients. And that is why that has been reserved, I assume, in 
those discussions, the gentlelady from Colorado, of why it was put 
in the States’ hands that are best able to do that. 

So now when we focus on the New England Compounding Cen- 
ter, it may have called itself “compounding center,” but it was a 
large manufacturing. We know that through its past violations that 
have come to the attention of both the State pharmacy board and 
the FDA in the past. So we then have a 2011 incident in Denver 
where pallets of a drug was found; a Colorado board of pharmacies 
issues a cease and desist. So now what we have is mass manufac- 
turing of a specific drug for nonspecific people. To me, that is the 
definition of “manufacturing.” 

So, Ms. Honorable Hamburg, is the issue, then, that the defini- 
tion of “manufacturing” within that bill isn’t clear enough for the 
FDA? Because it seems pretty clear, if you are mass producing, you 
are sending it into interstate commerce and it is not for a specific 
patient, that that is not compounding, that is manufacturing. 

Ms. Hamburg. I think that this has been an evolving industry 
and that we do have a problem that existing law and authority 
is 

Mr. Terry. What specifically 

Ms. Hamburg. It is on or off 

Mr. Terry. Let me interrupt you, since you talk over us. 

I am looking for the specifics in the law that say that there is 
lack of clarity on the definition of “manufacturing.” Because that 
seems to be the hook that you are putting your hat on. Can you 
specify in the act that we have to tighten the definitions? 

Ms. Hamburg. Currently, as we have discussed, there is huge 
disagreement about the FDA authorities, and the courts have split 
on the interpretation of authorities for compounding 

Mr. Terry. Will you define the parts of the statute that we need 
to focus on regarding tightening the definition of “manufacturing”? 

Ms. Hamburg. The problem is that, with this evolving industry, 
there is a gray area. If we would be to regulate the thousands of 
compounders 

Mr. Terry. That is a great speech. Can you refer me to the part 
of the statute that we need to focus on, yes or no? 

Ms. Hamburg. I am sorry, could you repeat 
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Mr. Terry. Refer me to the appropriate part of the statute that 
lacks the clarity of which you complain. 

Ms. Hamburg. The FDA has the authority to act against 

Mr. Terry. Manufacturers. 

Ms. Hamburg [continuing]. Manufacturers. 

Mr. Terry. And this is generally manufacturers 

Ms. Hamburg. We have the oversight of drug manufacturers, 
and with that comes a set of activities 

Mr. Terry. All right. 

Ms. Hamburg [continuing]. That do not apply to compounders, 
including the 

Mr. Terry. So you will not refer me to a specific section of which 
you feel lacks clarity. 

One last question for Dr. Smith. 

This is very frustrating, madam. 

Dr. Smith, you are in a really tough place, and you have done 
a great job. You have presented well today. But I am very curious. 
With all of the knowledge that was brought to the State board — 
a colossal failure here. You said you are looking into that and put- 
ting the pieces together. I am just curious, is there any evidence 
of a special relationship between the State board and this manufac- 
turer? Because it seems like somebody is covering for somebody. 

Ms. Smith. Well, we are as concerned about the missed opportu- 
nities as you are. And there are numerous, numerous episodes of 
that. We are in the process, as I said, of reviewing just that 
through interviews and through the exhaustive document reviews 
that we are doing and reviewing the documents that we have pro- 
duced for this committee. It is, you know, thousands and thousands 
of pages. 

So I can’t — I don’t know the answer to your question, but we are 
trying to 

Mr. Terry. Well, I appreciate that you are looking into that. 

Just the last 5 seconds. Madam Honorable Hamburg. Getting 
your testimony at 1:30 a.m., most of us are sleeping then, so I 
guess the whole purpose was to not let us see in advance your tes- 
timony. 

I yield back. 

Mr. Stearns. The gentleman yields back. 

The gentleman from Massachusetts, Mr. Markey, is recognized 
for 5 minutes. 

Mr. Markey. Thank you, Mr. Chairman. 

Ms. Hamburg, I have introduced legislation to give the FDA au- 
thority to define which compounding pharmacies should be re- 
quired to register as manufacturers. Would you support that? 

Ms. Hamburg. We think it is very important that we have addi- 
tional legislation in this area and that compounders, in fact, reg- 
ister and that it can be defined, what they are doing, what they 
are manufacturing, and what the appropriate regulatory oversight 
would be. 

Mr. Markey. I have introduced legislation to give the FDA au- 
thority to require compounding pharmacies to compound safe drugs 
using safe practices. Would you support that? 

Ms. Hamburg. I do support that. 
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Mr. Markey. I have introduced legislation to give FDA authority 
to conduct the same inspections and request the same documents 
as it can from manufacturers. Do you support that? 

Ms. Hamburg. It is enormously important that we have the au- 
thority to go in and he able to do full inspections and review docu- 
ments, collect samples, et cetera. 

Mr. Markey. I have introduced legislation that requires 
compounding pharmacies to submit reports of adverse reactions or 
safety problems to the FDA. Do you support the FDA having that 
authority? 

Ms. Hamburg. Yes. It is currently a gap, that adverse events are 
not required to be reported from compounding pharmacies. 

Mr. Markey. And I have introduced legislation to require com- 
pounded drugs to be labeled. Do you believe that that authority 
should be given to you? 

Ms. Hamburg. Yes, we do. 

Mr. Markey. And I might say, the legislation also allows tradi- 
tional compounding pharmacies, those which are just doing indi- 
vidual doses to individual patients, to continue to stay under State 
jurisdiction. Do you agree with that? 

Ms. Hamburg. Traditional compounding, one patient, one pre- 
scription — 

Mr. Markey. Yes. 

Ms. Hamburg [continuing]. Should be overseen by a licensed 
physician or pharmacist, but it does not require the FDA oversight. 

It is this nontraditional compounding area where the volume is 
larger, the distribution is larger, the products are more complex, 
where we think we lack the authorities that we need. And we ap- 
preciate that you are introducing legislation, and we will work ac- 
tively with you 

Mr. Markey. Thank you. 

Ms. Hamburg [continuing]. In order to an achieve the important 
goal. 

Mr. Markey. I think it is critical, given today’s hearing, given 
what we have heard from the witnesses, the pain that it has 
caused, the regulatory black hole that obviously has to be closed, 
that we pass legislation that gives you these authorities 

Ms. Hamburg. I agree with you. 

Mr. Markey [continuing]. So that children will have to look to 
the history books to find that there ever was such a catastrophe as 
is being suffered by hundreds of families across the country right 
now. And so I just hope that we can move quickly on legislation 
to give you that authority because I think you are the cop on the 
beat and we have to make sure that you have the authority which 
you need in order to enforce the law. 

And, Dr. Smith, I want to commend you and Governor Patrick 
for the decisive manner in which you have responded to this trag- 
edy. You have undertaken an aggressive investigation and held the 
companies involved and some members of your staff accountable 
and put in place stringent emergency regulations for compounding 
pharmacies in Massachusetts. 

We have learned that this tragedy was enabled by a regulatory 
black hole that allowed a drug manufacturer, NECC, to mas- 
querade as a pharmacy, producing massive amounts, quantities of 
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drugs with little or no Federal oversight, and able to sell these 
vials all across the country to dozens of States without full Federal 
regulation. 

And there were complaints that had been reported as long as 10 
years ago. Starting in 1999 with the first complaint, State regu- 
lators repeatedly failed to take strong action, such as withdrawing 
NECC’s license in 2006. The State even waived the company’s pro- 
posed probation as long as it got a clean bill of health from an inde- 
pendent evaluator. But when that same independent evaluator was 
convicted of selling unsafe medical sterilization equipment that 
blinded 18 patients, Massachusetts did nothing to make sure the 
clean bill of health that the New England Compounding Center 
had received was reexamined. 

Dr. Smith, have you been able to determine why those decisions 
were made back then through interviews with the staff that were 
there at that time? 

Ms. Smith. No, we have not. We have done interviews, as you 
allude to, and we have not been able to really understand why they 
made those decisions. In retrospect, clearly there were missed op- 
portunities for the Board of Pharmacy, as you point out, in 2006 
to take decisive action, and it did not. And we are trying to under- 
stand that, but we don’t at this point. 

Mr. Markey. Are all of those individuals’ emails and other docu- 
ments from that period available for review? 

Ms. Smith. Yes. We have — we produced for this committee thou- 
sands of — thousands of pages of emails. And those are all being re- 
viewed. 

Mr. Markey. Is it possible that some of those emails and docu- 
ments have been destroyed in the period of time from 2006 and 
prior to today? 

Ms. Smith. Well, I am not — I wouldn’t be sure of that. I can tell 
you that the numbers of emails from the earlier, prior years are far 
fewer than what we have been able to obtain more recently. 

Mr. Markey. So Massachusetts is, in the very near future, going 
to have the strongest compounding pharmacy regulation in the 
country. But that does not protect us, does it, from other States 
having weak laws, which could then sell compounded drugs into 
Massachusetts 

Ms. Smith. That is correct. 

Mr. Markey [continuing]. Or the other 49 States? 

So you just heard the list of powers which I asked Dr. Hamburg 
if she would support being given to the FDA. Do you support giving 
the FDA those same powers so that they can be the national cop 
on the beat to protect against one State becoming the place where 
a rogue compounder then terrorizes and harms the rest of the 
country? 

Ms. Smith. Absolutely. 

Mr. Markey. I thank you. I thank all of you for your service. 

And I thank you, Mr. Chairman. 

Mr. Stearns. I thank the gentleman and recognize Dr. Burgess 
for 5 minutes. 

Mr. Burgess. I thank the chair for the recognition. 

Dr. Hamburg, again, thank you for being here today. 
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Let me ask you, you made a statement a minute ago in response 
to another Member’s question that you favored a risk-based sys- 
tem; is that correct? 

Ms. Hamburg. We do favor a risk-based 

Mr. Burgess. Let me just stop you for a second, because, I mean, 
this country was — company was bad news from the day it started 
back in the ’90s. They, as is my understanding from looking at the 
materials provided to us, they shipped preprinted prescription 
forms to various clinics around the country in clear violation of 
what they should be doing. 

And then you have — the FDA, not you, but the FDA has assem- 
bled a 10- or 15-year history of repeated violations and areas where 
this company has shown itself to be unsafe. So if you want to have 
a risk-based system, this company is too risky. You can’t risk it. 
Don’t do a risk-based system for this company. It is through. And, 
in all honesty, it should have been terminated by the FDA, mul- 
tiple branch points along the way — 2002, 2004, 2006, 2008. We see 
the documents. It should have happened. 

Now, I guess, listening to your testimony today, I must be given 
to believe that what you have been doing is collecting the data set 
so that what Congress finally passed a law to allow you to prevent 
this from happening you would then prevent it. Is that what I am 
understanding? That you lack complete and total authority to do 
anything at all even though you saw this stuff happening? 

Ms. Hamburg. You know, we worked very hard when the first 
problems at NECC were identified with the State to address them 
aggressively. But our authorities around compounding pharmacies 
are unclear, limited 

Mr. Burgess. Yes, let me stop you. 

Ms. Hamburg [continuing]. And untested. 

Mr. Burgess. We have been down this road before 

Ms. Hamburg. We need 

Mr. Burgess [continuing]. And we are not buying it. We are just 
not buying it. Dr. Hamburg, in all honesty. 

You have an evidence binder in front of you. Tab 15, look at it, 
if you will. It is a letter dated October 31st, 2008. We have heard 
other people reference a 2006 letter where the FDA, the FDA, in 
writing to this compounding pharmacy, say, “Failure to do so may 
result in an enforcement action, including a seizure of the firm’s 
products and/or an injunction against the firm and its principals.” 
That is pretty strong language. 

Now, you lacked the authority to do anything and yet you sent 
a letter like this? Was this letter sent in error? You really didn’t 
have that authority, and it was an empty threat; is that what I am 
to understand? 

Ms. Hamburg. As, you know, was pointed out, I was not present 
at the FDA at the time, and I cannot speak to all of the issues. But 
there — clearly, there was an effort to assert authority 

Mr. Burgess. Well, let me just ask you 

Ms. Hamburg [continuing]. Around an issue that was very dif- 
ferent than the issue about sterile compounds 

Mr. Burgess. OK. But this letter was issued in error; is that 
what I am to understand? It was an error, that the FDA sent this. 
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even though it was a previous administration, a previous Commis- 
sioner? 

Ms. Hamburg. There were — in 2004, the FDA was asked to take 
a look at an issue that involved a specific product. Trypan Blue, 
and whether or not NECC was making it inappropriately. 

Mr. Burgess. OK. With all due respect here — and our time is 
limited. I don’t mean to be rude, but we really have to pursue this. 

Did you, did anyone at the FDA, previous Commissioner, pre- 
vious administration, did anyone get a legal memo from your legal 
department saying, “Hey, you didn’t have the authority to do that, 
so you better back off’? Is there such a memo in existence? 

Ms. Hamburg. There was a lot of internal discussion. The courts 
were split on what our authority 

Mr. Burgess. So was there a memo delivered from the Commis- 
sioner? 

Ms. Hamburg. Well, at that time, there was ongoing litigation, 
and 

Mr. Burgess. May we on the committee have access to those in- 
ternal memos that said you didn’t have the authority to write that 
letter? 

Ms. Hamburg. That isn’t what I said, and I apologize if it came 
across that way. What I was saying was that an inspection was 
done in response to a specific complaint, and then, with respect to 
the actions taken, there was ambiguity in the law, ongoing litiga- 
tion — 

Mr. Burgess. Yes, but there is no ambiguity. 

Ms. Hamburg [continuing]. Discussions within FDA, as I under- 
stand it, about 

Mr. Burgess. OK, let me try it from another perspective, if I 
could. 

Ms. Hamburg [continuing]. What enforcement could be used to 
take action. 

Mr. Burgess. We all saw on television the company being raided, 
the computers being seized. Did you do that and you didn’t have 
the authority to do that? 

Ms. Hamburg. In the — I mean, you are asking me about one spe- 
cific question that had to do with the warning letter, which is a 
very discrete and different problem than what we are talking 
about 

Mr. Burgess. But you assert an authority which you are now 
telling us you don’t have in that letter. Now 

Ms. Hamburg. I think you just need to look at the map and see 
that the authority that is used to oversee compounding pharmacies 
is very fragmented. We have different court decisions applying dif- 
ferent legal regulatory frameworks to different parts of the country 
that cannot serve patients well. 

We need to have a strengthened and clarified legal regulatory 
authority that gives us some of the additional authorities over 

Mr. Burgess. OK. Once again, let me just ask you as straight- 
forward and simply as I can, do you have the authority to regulate 
the manufacturer, or if a compound is — of the manufacturer of 
these compounds or if the drug is adulterated in some form? Do 
you have that authority, as it exists today? 
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Ms. Hamburg. We have many more authorities over drug manu- 
facturers than compounding pharmacies. And that limits our abil- 
ity to effectively ensure the safety and quality 

Mr. Stearns. Dr. Hamburg 

Mr. Burgess. Well, again, let me just ask it in the simplest way 
that I can. How many companies are out there labeled as 
compounding pharmacies that ship 17,000 doses of sterile, preserv- 
ative-free steroids every year? 

Ms. Hamburg. The problem is that compounding pharmacies are 
not required 

Mr. Burgess. How many? The question is, how many? 

Ms. Hamburg [continuing]. To register with us. We don’t know 
how many compounding pharmacies are, in fact, engaging in those 
kinds of practices. 

What we do know is that the industry, though, has evolved and 
that there are an increasing number of nontraditional compounders 
who are acting, for example, with hospitals and clinics 

Mr. Burgess. Look 

Ms. Hamburg [continuing]. Are outsourcing to them 

Mr. Burgess [continuing]. We heard testimony from the widow 
of a victim. And you could tell that there was some bitterness in 
her voice against the company — or, the clinic that had provided the 
steroid injections. “How could they buy it from someone if they 
weren’t sure?” 

But, you know, I am a doctor, you are a doctor. Dr. Smith, you 
are a physician. I mean, you take a vial off the shelf, you make 
some assumptions as to its potency and its sterility. In this coun- 
try, we stipulate that, because you have done your job at the FDA, 
we don’t have to come and ask additional questions before we ad- 
minister that to a patient. 

Now you are telling me that that is not the case and that the 
FDA lacks the authority to assert that the safety and effectiveness 
of those medicines that are coming off the shelf is, in fact, valid? 

Ms. Hamburg. We have the authority with drug manufacturers 
to oversee the safety, efficacy, and manufacturing quality. 

Mr. Burgess. Correct. 

Ms. Hamburg. We do not have 

Mr. Burgess. And if you are making 17,000 doses of sterile, pre- 
servative-free, injectable steroids every year, you are a manufac- 
turer. There is no other word for it. 

Mr. Stearns. The gentleman’s time has expired. 

Mr. Burgess. I thank the gentleman. 

Mr. Stearns. Let the record show. Dr. Hamburg, he asked you 
a question. You are under oath. You have an obligation to answer 
“yes” or “no.” 

Ms. DeGette. She tried to answer 

Ms. Hamburg. I was attempting to, and 

Mr. Stearns. And let the record show 

Ms. Hamburg [continuing]. I am sorry if I did not. 

Mr. Stearns [continuing]. That Dr. Burgess asked you a ques- 
tion time and time again, the same question, and you would not 
answer “yes” or “no.” 

Let me recognize 
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Ms. Hamburg. We do not have the authority over compounding 
authorities 

Mr. Stearns. That is — Dr. Hamburg, we understand that. 

Ms. Hamburg [continuing]. That we have over drug manufactur- 
ers. 

Ms. DeGette. Wait a minute. 

Mr. Stearns. The gentlelady from Florida, Ms. Castor, is recog- 
nized for 5 minutes. 

Oh, Ms. Schakowsky. Oh, I am sorry. Yes, welcome. 

Ms. Schakowsky. This is for Dr. Smith. 

In the aftermath of this tragedy, we have learned some troubling 
facts about the Massachusetts Board of Registration and Pharmacy 
and how it dealt with NECC in the past. And it raises some ques- 
tions about whether the board was too close to NECC and whether 
the board did enough to prevent conflicts of interest from affecting 
its decisions. 

So I wanted to ask you. Dr. Smith, about Sophia Pasedis, one of 
the members of the board. I understand she is gone now; is that 
true? 

Ms. Smith. No. We have asked her to resign, but she declined. 

Ms. Schakowsky. So how long has she served on the board? 

Ms. Smith. I don’t have that in front of me, but it has been for 
several years. She was there in the previous administration. 

Ms. Schakowsky. And what is her affiliation with NECC or its 
sister companies? 

Ms. Smith. She had previously worked for NECC. I am sorry — 
she started in the summer of 2004. She had previously worked for 
NECC and then subsequently went to Ameridose, a company that 
was also owned by Mr. Cadden. 

Ms. Schakowsky. So I understand that she was actually vice 
president of regulatory affairs and compliance at Ameridose. 

Ms. Smith. Yes. And she is the pharmacy of record there. 

Ms. Schakowsky. Did Ms. Pasedis adequately recuse herself 
from board actions related to these companies? 

Ms. Smith. In our review of the minutes of the board meetings, 
it is clear that on several occasions there is a specific indication 
that she did recuse herself. However, there are some minutes that 
don’t — that are silent on the issue, don’t say either way. And be- 
cause of that, the fact that it was unclear she appropriately recused 
herself — although in interviews she declares that she did — because 
of the lack of clarity, we asked her to resign, which, as I said, she 
declined. 

Ms. Schakowsky. So I am glad that you attempted to take ac- 
tion to remove her, but there is still a lot of questions about wheth- 
er her role on the board during much of the time when Massachu- 
setts was receiving complaints softened the actions of the board 
that the board was willing to take against NECC. 

In 2004, after first identifying significant problems at NECC, the 
board proposed a tough consent agreement with real sanctions. But 
something happened in the interim, and the consent decree that 
was actually signed in 2006 was much weaker than in the initial 
proposal. 
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Do you know how this happened and why the board proposed 
weaker penalties even after they had received additional reports of 
problems at NECC? 

Ms. Smith. We don’t know how that happened, and, as I men- 
tioned, we are very interested and have been attempting to find 
that out. Our interviews with board members about that precise 
issue have been — have not yielded definitive information. Most 
simply state that they don’t recall. 

Ms. ScHAKOWSKY. So One of the problems with the 2006 consent 
agreement was that it required NECC to be independently audited 
but then let NECC have significant input into who its independent 
evaluator would be. 

So, Dr. Smith, did NECC participate in the selection of PSI as 
its independent auditor — evaluator? 

Ms. Smith. Well, we are unsure. We have been reviewing the 
records to, in fact, try to determine who did make the final decision 
regarding who that independent evaluator should be. And it is un- 
clear, from the documents that we have found, who did do that. 

Ms. SCHAKOWSKY. And is it common for a party to help select its 
own evaluator? 

Ms. Smith. I can’t speak to whether or not it was common. You 
could certainly imagine that that would be problematic. But we 
haven’t been able to determine who, in fact, chose the evaluator. 

Ms. ScHAKOWSKY. Is it still the practice? 

Ms. Smith. Well, it would be — currently, I am not aware of any 
current actions that are involving an outside evaluator. As we pro- 
ceed, as I mentioned, we are really looking at both the best prac- 
tices around other States for the Board of Pharmacy, and so that 
would be the kind of thing we would include. 

Ms. ScHAKOWSKY. Well, let me just say, at the time that PSI was 
selected to act as an independent evaluator, one of its executives, 
Ross Caputo, was facing trial for defrauding the FDA and selling 
unapproved sterilization equipment to hospitals that caused blind- 
ness in patients. And he was later convicted. 

So in 2006 your agency sent a letter to NECC telling them that 
they had “satisfactorily completed,” unquote, the conditions of the 
consent agreement based on NECC’s compliance with the follow-up 
actions identified in PSA’s audit report of the company; is that cor- 
rect? 

Ms. Smith. That is correct. 

Ms. ScHAKOWSKY. So were any of the Massachusetts Board of 
Registration and Pharmacy staff aware of Mr. Caputo’s Federal 
conviction when they found NECC had satisfactorily completed 
PSFs recommended actions? 

Ms. Smith. As far as we can tell through our interviews with 
staff and the board members, they were not made aware of the fact 
that the primary evaluator, Mr. Caputo, had, in fact, been con- 
victed of those Federal crimes. The staff were aware, but, as I have 
mentioned, and shockingly so, they did not share that information 
with the board. 

Ms. ScHAKOWSKY. Well, you know, we have turned up a number 
of problems, but, one, it seems that the NECC was too close to the 
board and its members, and it seems like the board was more in- 



83 


terested, maybe, in protecting pharmacists than in protecting con- 
sumers. 

We have a lot of work to do, but it seems like that some of the 
solutions that we have laid out, at least on the Federal level for 
the FDA, are fairly clear. And I am hoping that at the State level, 
as well, that these problems will be — you will get to the root of 
them. 

Thank you. 

Mr. Stearns. The gentlelady’s time has expired. 

The gentleman from Pennsylvania, Mr. Murphy, is recognized for 
5 minutes. 

Mr. Murphy. Thank you. 

Dr. Smith, in your testimony, you had stated that you have un- 
covered a number of problems where PSI executives and others did 
not provide information to people. You said you have found no evi- 
dence to indicate the executive directors or staff attorney of the 
board provided crucial information to the board, and yet the board 
had to vote on something without that information. Am I correct? 

Ms. Smith. That is right. 

Mr. Murphy. And you have given a number of other examples 
of a breakdown within the structure and have taken action toward 
people when you found that they were not properly informing or 
following the rules? 

Ms. Smith. That is correct. 

Mr. Murphy. OK. Is there anything also within the laws, as you 
understand it, that you have the authority within Massachusetts, 
are required, to pass information up to the FDA on any of these 
problems that occur? 

Ms. Smith. There is nothing in our practices or our regulations 
that I am aware of that requires that kind of information share. 

Mr. Murphy. Do you do it anyway? 

Ms. Smith. Certainly, since this investigation or this episode has 
begun, we have worked in partnership with the FDA and, in fact, 
have done all of the inspections together. That is an area, as I men- 
tioned, when we move forward to determine what sorts of policies 
we should have about information sharing 

Mr. Murphy. Thank you. 

Ms. Smith [continuing]. Whether it should be required as op- 
posed to on a case-by-case basis. 

Mr. Murphy. It is helpful internally to identify those break- 
downs, too. 

Ms. Hamburg, is there someone at the FDA who routinely re- 
views State actions and communicates with them from your level 
down to the States when there are problems occurring? Is there 
anybody who reads or reviews anything with the States at all right 
now? 

Ms. Hamburg. There is not a system in statute 

Mr. Murphy. But is there anybody who does that? 

Ms. Hamburg [continuing]. Or in practice where there is that 
kind of back-and-forth communication on a routine basis. When 
there is a serious problem, as occurred in this case, you know, we 
mobilize into action very quickly. We have 

Mr. Murphy. Who is it that is mobilized in the FDA to then 
work with States? 
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Ms. Hamburg. Different components of FDA, depending on the 
nature of the problem. 

Mr. Murphy. Is there a particular person? 

Ms. Hamburg. We have district offices, and they are sort of the 
first line in terms of identification of a problem 

Mr. Murphy. I am just trying to get some specifics here. 

Ms. Hamburg [continuing]. And responding 

Mr. Murphy. I am trying to lay out here that Dr. Smith did a 
thorough internal review and found a number of breakdowns that 
people weren’t communicating with one another. 

I am trying to find out within the FDA — regardless of regula- 
tions, obviously if someone with the FDA was talking to the States, 
someone has the authority to talk to States. And I am trying to 
find out if you have identified structural changes needed within the 
FDA to make sure you are communicating within FDA that infor- 
mation is coming to your desk for review. Have you made any of 
those changes or reviews? 

Ms. Hamburg. I think part of the issue here is there are not for- 
malized systems. There certainly are opportunities to improve com- 
munication. But it also is a broader issue, that compounding phar- 
macies — 

Mr. Murphy. Hold on. Really, I am trying to help. 

Ms. Hamburg. Uh-huh. 

Mr. Murphy. And you are obfuscating. 

Dr. Smith, very cogent leadership, says, if there are problems, 
identify the problems, we went after the problems. I am just trying 
to find out, do you even have — ^you don’t have to wait for authority 
to find out within the FDA who can have the authority to review 
these things. Do you have it, yes or no? 

Ms. Hamburg. We — well, I am not sure what authority you 
mean. 

Mr. Murphy. Well, the authority to review if there are problems 
with the States and manufacturing, et cetera. 

Ms. Hamburg. We don’t always get the reports is the issue. 
When we do get the reports, then we have our district offices and 
Office of Regulatory Affairs 

Mr. Murphy. OK. Have you met with those people since from the 
district offices to review 

Ms. Hamburg. Yes. 

Mr. Murphy. OK. Thank 

Ms. Hamburg. We have been working very closely with them. 
And, you know, every day there are issues that involve our working 
with States 

Mr. Murphy. Well, let me ask another area, too, in terms of 
identifying people. In terms of dealing with the definition of 
“compounding pharmacy” versus “manufacturer,” who within the 
FDA is responsible for defining that? 

Ms. Hamburg. Well, the — it is not just in FDA. It is Con- 
gress — 

Mr. Murphy. But who is it that — who is the keeper of the defini- 
tion that when you have a question 

Ms. Hamburg. But our — our 

Mr. Murphy. Who? 

Ms. Hamburg. Our chief counsel’s office is 
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Mr. Murphy. Chief counsel. Have you reviewed with chief coun- 
sel the definition of “manufacturing” versus “compounding”? 

Ms. Hamburg. I think that everyone agrees that, at the present 
time 

Mr. Murphy. I didn’t ask you that. 

Ms. Hamburg [continuing]. That the law is not 

Mr. Murphy. Please. Please, please, please. 

Ms. Hamburg [continuing]. Clear on this. 

Mr. Murphy. Please. I want to know, have you reviewed with 
someone — you said chief counsel — the definition of “compounding” 
versus “manufacturing”? Have you reviewed that with someone? 
When did that take place? 

Ms. Hamburg. You know, we have had many discussions on it, 
but the problem is 

Mr. Murphy. So has someone reviewed with you a definition of 
“manufacturing” versus “compounding”? 

Ms. Hamburg. You know, I think that, really, you know, unfortu- 
nately, there is not a clear 

Mr. Murphy. Yes, there is. Because in your authority — if you are 
telling us the crux of your testimony today is you don’t have au- 
thority under manufacturing, you therefore must have met with 
someone who told you what the definition of “manufacturing” 
versus “compounding’ is. I would like to know who that is. Or is 
it you? 

Ms. Hamburg. Well, you know, I really do think this is a broader 
issue. I know that you are frustrated by my answers, and I am 
sorry that I can’t just give “yes” or “no,” but this is a very complex 
issue. The courts of our country are split on these issues. 

Mr. Murphy. Ma’am, that is not complex. Complex is the life 
that the 32 victims’ families have now. That is complex. What you 
have to do is easy, ma’am. Children growing up without parents, 
people without a spouse, living that lonely life, that, I submit to 
you, is complex. 

Leadership is easy if you are willing to accept it. And you are 
not. Dr. Smith took leadership. She went in and cleaned house and 
identified problems. 

What you are telling me is all this smoke and mirrors, that you 
don’t have authority. Go look in the eyes of the victims, and try 
and comfort them with that. Ma’am, that doesn’t work. 

I am asking you a simple question, as everybody else has here. 
And you can’t even tell us if you have talked to someone to come 
up with a definition of “manufacturing.” 

Ms. Hamburg. No, I have told you we have been working very, 
very hard 

Mr. Murphy. Tell us who 

Ms. Hamburg [continuing]. To try to apply the authorities we 
have to an evolving industry and situations where we do not have 
the authorities we need. We don’t even have registration of the 
compounding facilities to know who they all are. We cannot review 
the record. There are no Federal standards to which the 
compounding pharmacies are held. And the courts have not 

Mr. Murphy. You should be able to provide us with a definition. 
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Ms. Hamburg [continuing]. Been able to agree on what is the 
legal regulatory framework for examination of these problems and 
enforcement actions. 

I care deeply about the patients and the families. The mission of 
the FDA is to promote and protect health. We are as frustrated as 
you are that we don’t have the authorities and the resources 

Mr. Murphy. Then just tell us the definition, ma’am. We will 
move from there. 

I yield back. Thank you. 

Mr. Burgess [presiding]. The gentleman’s time has expired. 

The chair now recognizes the gentlelady from Florida, Ms. Cas- 
tor, 5 minutes, for your questions, please. 

Ms. Castor. Thank you very much. 

And I appreciate all of us coming together to focus on what we 
can do to prevent tragedies like this from ever happening again. 

Now, I do think it is clear that there is great ambiguity in the 
law. FDA — the law with regard to compounding pharmacies was 
last written in 1997; it is out of date. And from my colleague from 
Texas, there is ambiguity here, great ambiguity. And it has been 
made even more convoluted due to these court cases. And I wish 
we would bring this map up on the screen, as well, so folks watch- 
ing outside this hearing room could see it. 

See, in 1997 the Congress passed the FDA Modernization Act. 
That law contained a provision, section 503(a), which dictated the 
circumstances under which compounded drugs were new drugs and 
subject to FDA regulation. In that law. Congress explicitly exempt- 
ed compounders from oversight and regulation as manufacturers. 
So I know that is what they are struggling with in trying to answer 
questions here. 

Then the courts stepped in. And this is where I would like to fol- 
low up on Mr. Terry’s question of you. Dr. Hamburg, about exactly 
which section of the act lacks clarity and his request that you di- 
rect him to it. We are talking here about the entirety of section 
503(a), aren’t we? 

Ms. Hamburg. Well, 503(a) applies in some areas of the country 
and not in other areas of the country, which is a very challenging 
situation 

Ms. Castor. Yes. Let’s look at the map. 

Ms. Hamburg [continuing]. In terms of our ability to be as effec- 
tive as possible. 

Ms. Castor. Because in 2001, the ninth circuit, whose jurisdic- 
tion is the Western States, those red States, ruled that the adver- 
tising component of 503(a) was unconstitutional. And then they 
said that the rest of 503(a) is void because it is inextricably tied 
to the advertising component. 

Then, a few years later, in 2008, the fifth circuit court, the blue 
States there to the south, whose jurisdiction includes Texas, Lou- 
isiana, and Mississippi, ruled that the unconstitutionality of the 
advertising restrictions did not affect the rest of 503(a). And, unfor- 
tunately, the United States Supreme Court did not speak to break 
the tie to provide clarity. 

So, Commissioner Hamburg, what has been the impact on FDA 
in its regulation of compounded drugs as a result of these split 
court decisions? 
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Ms. Hamburg. It has created a very challenging situation where 
we have, you know, contrasting legal regulatory frameworks for our 
actions. 503(a) applies in some places, and it does not — the other 
tool that we have is our compounding guidance that was written 
in 2002, but that doesn’t have the force of law. It just lays out our 
best thinking about how to 

Ms. Castor. So then the States have primary responsibility over 
compounding 

Ms. Hamburg. It is very clear that States have the day-to-day, 
routine responsibility for overseeing compounding facilities. 

Ms. Castor. And then you have an industry that has evolved, 
that now some of the compounders, when you think of the phar- 
macy on the corner, where it is very important that a lot of our 
neighbors get their customized compounded drug, but some of them 
now are very sophisticated enterprises that are shipping all over 
the place, and they are not — they don’t — they have outgrown the 
1997 law. 

So now we have to decide how we are going to update it to ad- 
dress the sophistication of compounders out there, and then go 
after these bad actors. Because I think the majority of these 
compounders are on the up and up, living up to high standards. 
But the compounding — this is the map from the compounding in- 
dustry and association, and I am afraid that that has led to some 
of the bad actors being able to take advantage of this situation and 
the gaps in regulatory authority. 

Is that a good summary? Is that an accurate summary? 

Ms. Hamburg. That is an excellent summary. And I appreciate 
your trying to help me explain this, because it is just an extraor- 
dinarily complex situation where, you know, the effort to 

Ms. Castor. Except I don’t think that it is overly complex. I 
think there is a difference in outlook here on whether you have cer- 
tain authority. And I think it is clear under the 1997 law and these 
court cases that compounders were exempted and are not manufac- 
turers. 

So we, the Congress, has the responsibility now to act and clarify 
it. And there has to be additional oversight of the States. If the 
States — if they are going to drop the ball and they are not — they 
are going — they are not going to provide proper oversight, then it 
is time for the Feds to step in and give FDA the tools it needs to 
prevent these tragedies from ever happening again. 

Thank you. I yield back. 

Ms. Hamburg. I don’t know if I am allowed to make a comment, 
but I think, you know, that speaking to the complexity of the issue 
and the changing, evolving industry overlaid on top of a frag- 
mented and ambiguous legal framework, it is important to under- 
stand that this notion of sort of black and white, compounder or 
manufacturer, you know, it just is trying to fit a square peg into 
a round hole. 

And, in fact, you know, if the law is examined, it isn’t really ade- 
quately defined, but there is this area of outsourcing pharmacies 
that is increasingly important in medical practice. And if we were 
to define all of those pharmacies that hospitals now use — they used 
to make — Dr. Burgess, you would appreciate this. You know, it 
used to be that a hospital would add the potassium chloride to the 
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IV bag in their local — in their basement pharmacy or on the floor 
and give it to the patient. Now, both because of volume and, you 
know, concerns about making sure it is made under the best pos- 
sible practices, that is outsourced to a pharmacy. They are making 
a product in larger volume and often not making it with a patient 
prescription in hand, yet it is, you know, clearly serving an impor- 
tant medical need. 

And if we were to treat them as drug manufacturers, that would 
be simply impossible. They would have to submit an application, a 
formal application, to FDA for review and action. They would have 
to pay fees associated with that, as well. They would have to be 
subject to good manufacturing practice. 

And so I think we want to work together to make sure that we 
have a law that clearly defines critical issues and authorities, that 
enables important patient needs to be addressed, but clarifies the 
different roles and responsibilities, and puts in place some critical 
authorities that are currently missing. 

Mr. Burgess. I am going to interrupt you there in the interest 
of time. Dr. Gingrey has been waiting patiently. 

And, Dr. Gingrey, you are recognized, 5 minutes for questions, 
sir. 

Mr. Gingrey. Mr. Chairman, thank you very much. 

And, of course, an extremely interesting and important hearing. 
Tragic in so many ways, of the lives lost and the number of cases 
of meningitis as a result of this bad actor. 

Dr. Hamburg, Dr. Smith, pediatricians both, we appreciate your 
being here. 

And some of the questioning, the line of questioning from both 
sides of the dais, both Republicans and Democrats, have being pret- 
ty tough, but they have to be. Because if we are going to change 
the law, if we are going to rewrite the Federal Food, Drug, and 
Cosmetic Act, particularly in regard to section 503(a) and the 
vagueness of that section and the conflicting court decisions, then 
we have to get this right. And I have some great concerns that we 
might not get it right, in regard to overreacting in regulating 
compounding pharmacies. 

Every Member of the House of Representatives have drugstores. 
And they are not chain drugstores; a lot of them are just corner 
druggists that do compounding, where a certain product is needed 
by a patient, but maybe the manufactured product, it is in a base 
or something that they are allergic to, so therefore the local phar- 
macist has to reconstitute that drug — not manufacture a drug; the 
drug is manufactured — and just put it in a different way of giving 
it to the patient. It might even be in a pellet form. Think hormone 
replacement therapy, in some cases, or a cream or a vanishing 
cream or something that the patient is not allergic to. 

So if we get to the point in the line of questioning that Dr. Ham- 
burg received from our longstanding member emeritus, Mr. Din- 
ged, about compounding pharmacies, that worries me a little bit, 
that we might overreact and get to the point that we are not get- 
ting at the problem. 

It seems to me that this particular company, this New England 
Compounding Company, was an unusually bad actor, unusually 
egregious. And I would be very surprised if there are not multiple 
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lawsuits and, in the final analysis, some folks serving some jail 
time. 

And, you know, again, I can’t understand why — Dr. Smith, I will 
direct this to you. I realize you have only been in this position for 
a few months. And by all appearances and from what I read, you 
are doing a commendable job. But, gosh, this company is going 
back to 1998, and a bright light has been shining on it at least 
since 2002. And there has to be some connection between members 
of this Massachusetts Pharmacy Board, I guess appointed by the 
Governor, I don’t know for what period of time. And I think we 
have some evidence that there was some cross-pollination, where 
maybe even one of these individuals served on the board of the 
New England Compounding Center or one of these sister compa- 
nies. And, you know, it is just unbelievable. 

The general public is so disgusted with Washington. I mean, you 
look, we are reading about what is going on now at the highest 
level of our military. And this situation where, in the 21st century, 
we have a Food and Drug Administration and we have State phar- 
macy boards, that something like this could happen. It is, like — it 
is almost beyond belief 

But it makes me think back to what President Reagan said in 
reference to the Russians and their nuclear stockpile: “Trust, but 
verify.” And that is the responsibility of this committee, this Over- 
sight and Investigations Subcommittee of Energy and Commerce. 
Trust, but verify. And we are not very trusting today, as you can 
tell from our line of questioning. And we shouldn’t be. 

That judge, his widow in the previous panel talked about his con- 
tribution to society in the great State of Tennessee. And his life 
was lost, but he was just one of how many? Well, we are talking 
about far too many people. 

So I would just in my last second ask you. Dr. Hamburg — and 
maybe Dr. Smith could comment, as well — do you think that the 
FDA needs, because of this, to all of a sudden have us change the 
law so that you and the FDA, or whoever succeeds you, has this 
broad authority over these little compounding pharmacies all 
across the country who are doing the right thing? They are not 
manufacturing drugs; they are just trying to provide a service, in- 
deed, based on a prescription that has to be written. 

This company was an absolute crooked operation, and they killed 
people. But I don’t think anybody here should get confused between 
them and the typical compounding pharmacist at our corner drug- 
stores all across our districts. 

Ms. Hamburg. Yes. Well, I think we need a tiered approach, and 
that is what we are proposing in terms of the need for new legisla- 
tion. I think that, clearly, the traditional compounder working lo- 
cally is most appropriately overseen by the State. But this isn’t, 
sadly, an isolated incident. This is the worst and most tragic, and 
it should be the last wake-up call to us. But over a period now of, 
you know, almost two decades, there have been problems with 
compounding facilities, compounding pharmacies. 

And I think it reflects this gap in regulatory oversight and the 
fact that we really need a strong, clear, and appropriate legislation. 
We cannot have a crazy quilt where different parts of the country 
are subject to different legal frameworks for oversight. We need a 



90 


tiered system that recognizes the role of traditional compounding 
and the role of the States; nontraditional compounding, which rep- 
resents higher risks, and there should be Federal standards. 

And we need to look at a set of statutorily based criteria, factors 
that in some combination would put people into this category: the 
type of product or activity, whether it is sterile processing, for ex- 
ample, the amount of product being made, whether it is in inter- 
state commerce, whether it is going directly to the end-user or 
through a third party, and the nature of the anticipatory 
compounding. 

And then there are some things that just simply shouldn’t be 
compounded, that should be manufactured by drug manufacturers 
subject to the full force of FDA authorities. And that would include, 
you know, certain things that you are well familiar with: extended 
release, transdermal, biologies, and other kinds of products that, 
because of the nature of the manufacturing, they really should be 
made in accordance with good manufacturing practice. They should 
be subject to the FDA preapproval review for safety, efficacy, and 
quality manufacturing 

Mr. Gingrey. Dr. Hamburg, thank you. I have gone way beyond 
my time, and I really appreciate the chairman’s indulgence. And I 
yield back. 

Mr. Stearns [presiding]. Sure. 

The gentleman from Texas, Mr. Green, is recognized. 

Mr. Green. Thank you, Mr. Chairman. 

I think the questions and the testimony here today showed from 
all three panels the problem we have. The NECC tragedy laid bare 
a regulatory gap that we have between the practice of traditional 
pharmacy compounding and full-scale drug manufacturing. 

There is no debate that we want the Federal Government to li- 
cense individual pharmacists. That is a State responsibility. Nor is 
there a debate about whether FDA should oversee large-scale man- 
ufacturing of drugs, which is I think on a bipartisan basis what we 
have heard. 

There have been overwhelming numbers of signals, though, 
about NECC, which is not your average neighborhood pharmacy. 

Commissioner Smith, how many different States did NECC sell 
their products to? 

Ms. Smith. I am not sure about all of their products, but in 
terms of 

Mr. Green. But they did sell it into a lot of States. Did they did 
sell it into Massachusetts? 

Ms. Smith. Yes, they did. Twenty-three, I believe, is where 
they 

Mr. Green. Twenty-three States? But did they sell their products 
in the Massachusetts market? 

Ms. Smith. Yes. 

Mr. Green. OK. How many States did it send the contaminated 
injections that led to the outbreak? 

Ms. Smith. That was the 23. 

Mr. Green. OK. 

Ms. Smith. They may sell into more, but that was the 23. 
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Mr. Green. NECC was not new to this nationwide shipping. 
Hadn’t they been operating throughout the company — the country 
for about a decade? 

Ms. Smith. That is correct. 

Mr. Green. The Massachusetts Board of Pharmacy had been get- 
ting complaints and troubling sings from States around the country 
for that whole period of time. The board received complaints from 
Idaho and New York that NECC was inappropriately soliciting 
business. The board received a report from South Dakota phar- 
macists that NECC was sending blank forms for dosage size that 
you never use on one person. The board received adverse event re- 
ports from NECC products from Elorida and New York. And the 
board received complaints from pharmacists in Texas and Iowa on 
how NECC was soliciting and filling prescriptions. The board also 
received reports of cease-and-desist orders for NECC for in Colo- 
rado. 

Dr. Smith, red flags came from across the country, and I can go 
over that list of States again. Wasn’t it obvious that NECC was op- 
erating on such a large scale that it presented a nationwide prob- 
lem of a sort that warranted greater involvement by the Eederal 
Government? 

Ms. Smith. Yes. 

Mr. Green. Did the board in Massachusetts request any assist- 
ance from the EDA? 

Ms. Smith. I am not aware of any specific requests. However, 
there were — certainly, during this most recent outbreak, we have 
worked together, and 

Mr. Green. OK. But they have been doing this for 10 years. And 
you all have records of it. Did you share those records with the 
EDA, those complaints? 

Ms. Smith. I am not aware — I do not recall. I would have to look 
back to check, so I don’t know the 

Mr. Green. Well, and I think that is our problem. And I have 
been on the committee since ’97. We never included Eederal regula- 
tion or compounding pharmacists because, frankly, I don’t — that is 
licensing, and that is the State. But when they are in the manufac- 
turing situation, which they are, then that means they should have 
been covered by Eederal law. 

And I know it is complicated and it is hard for a doctor to explain 
legal; it is hard for lawyers to explain some of the legal theories 
that the courts do. But that is the decision I think Congress needs 
to make. And I think we have a bipartisan agreement, this sub- 
committee doesn’t do legislation. But, believe me, the Health Sub- 
committee can. 

And I don’t know if we can do it by the end of the term. And 
I know our chairman is not here, and even our ranking member. 
But I would hope that we could look at a very quick piece of legis- 
lation that we could have a hearing on and to correct this problem. 

Because if you are a compounding manufacturer in Texas and 
selling in interstate commerce, it ought to be Eederal law covering 
it. I don’t expect our local pharmacy board in Texas — they go 
around and inspect my pharmacists, whether they be in the large 
pharmacies like Walgreens, in our case, or CVS, I know a Rite Aid 
here, or our neighborhood pharmacists. But they don’t inspect, nec- 
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essarily, the compounding manufacturers. And that is where Fed- 
eral law needs to come. 

And I will he glad to yield to my colleague, and I would hope that 
we would see movement on the hill on a bipartisan basis. Thank 
you. 

Mr. Markey. Thank you. 

Let me ask you this, Dr. Hamburg, when you try to inspect com- 
pounded drugs, do you get sued by the compounding industry? 

Ms. Hamburg. We have been sued on numerous occasions, and 
we have been challenged in terms of our authority. 

Mr. Markey. When you try to regulate compounded drugs as 
new drugs, do you get sued by the compounding industry? 

Ms. Hamburg. We do not. The authority there is very clear, the 
expectations on drug manufacturers in terms of what they need to 
do to comply with FDA law. 

Mr. Markey. When you request documents from compounding 
firms, do they sue to block you from getting 

Ms. Hamburg. You know, we often have to go to the courts and 
get warrants in order to get the materials that we need. We do not 
have the full authority that we need to review documents. 

Mr. Markey. When you are asking a drug company, Merck, 
when you request documents from them, do they go to court? 

Ms. Hamburg. No, we have much clearer authority over drug 
manufacturers. 

Mr. Markey. When you are inspecting Merck, do they question 
your authority to inspect? 

Ms. Hamburg. No, they do not. 

Mr. Markey. And that is why she needs authority. That is why 
the FDA needs authority. Because it is clear that the drug compa- 
nies accept the law and the FDA’s authority. 

Mr. Green. As much as I agree with my colleague from Massa- 
chusetts, I yield back my time, but I would hope our committee 
hearing has done what we need to do and can encourage 

Mr. Stearns. Will the gentleman — I think his comments were 
very appropriate and bipartisan, and I appreciate that. 

Do you think in your heart of hearts that the Energy and Com- 
merce Health Subcommittee should provide more regulation and 
authority to the FDA before the end of the year? 

Mr. Green. I think we ought to respond to the tragedy that hap- 
pened, and I think we owe it to the families, but also to probably 
thousands of people who may not have been subject to a death in 
their family but an illness because of the practices of this par- 
ticular compounding company. It happens to be in Massachusetts, 
but it could have been in any other State. But Massachusetts did 
have warning. There were complaints for 10 years about it. 

And I would hope that we would have better interstate sharing 
between the States and the Federal regulatory agencies, even 
though they may not have had the authority, but somehow, in 10 
years, they could have come to us and maybe we could have given 
it earlier. 

Mr. Stearns. I thank the gentleman. 

The gentleman from Virginia, Mr. Griffith, is recognized for 5 
minutes. 
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Mr. Griffith. Thank you, Mr. Chairman, I appreciate it, and ob- 
viously, this is very frustrating. You know, I would like to know 
what kind of due diligence the FDA has the authority to do? Do 
you send out letters to doctors saying, where are you getting your 
compound medicines from, or where are you getting your supplies 
from? And the reason I ask that, and the same thing for hospitals, 
or clinics, or other medical providers, because this was not what we 
think of as compounding. This was manufacturing. In my small 
area, which is, you know, it overlaps the Roanoke Valley, the New 
River Valley, we have compiled a list of approximately 1,415 pa- 
tients who were advised based on press reports, they were notified 
they could have been exposed to fungal meningitis through the 
tainted steroid injections and other products made by the New 
England Compounding Center, and we have, you know, a hospital 
that didn’t, fortunately, use it, but had it sitting on the shelf We 
had — that was at the Carilion Giles Community Hospital. We had 
the Insight Imagining in Roanoke and the New River Valley. We 
had other clinics, including Vista Eye Center, LewisGale Medical 
Center in Salem, and Carilion Roanoke Memorial, all of which had 
these products. 

And when you have that many, you know, I don’t represent New 
York City. This is a fairly, compared to other parts of the country, 
a fairly small area, and we have got 1,415 people who have to 
worry about whether or not they are going to get the disease. We 
have more than that who have already contracted it, roughly 50 
confirmed cases in the area. Three of those, so that I am being fair, 
were across the line in West Virginia, but not that far from our 
medical centers. And when you have got that many folks affected, 
we are not dealing with a compounder, which is why it has been 
frustrating all day, I think, for members of this committee, when 
you keep going, our jurisdiction is not clear. Your jurisdiction was 
clear; these folks were manufacturing. 

Now what due diligence did you take to find this out? Because 
these are all pretty big operations, and if you just sent them a let- 
ter saying, hey, who is providing you with various products? You 
know, I think they would have complied, and you would have had 
then the, you know, you didn’t — FDA, not you — but did some work 
back under the Bush administration, but then it appears that the 
ball was dropped and that there was no — it appears there was no 
due diligence going on that you all weren’t saying, hey, who is pro- 
viding you with this stuff? Because you know what, we have got 
Colorado involved; we have not Tennessee involved, who made com- 
plaints in advance. And we have got 1,415 people who either live 
in my district, or Bob Goodlatte’s predominantly, and you know, 
somebody wasn’t paying attention. 

These were not our compounding. This was not your small 
compounding pharmacy. These were, in fact, manufacturers. And I 
recognize they were violating the laws, but it is very frustrating 
when you come in here and say, our authority wasn’t clear. These 
folks were manufacturing. And what are you doing now to find out 
if there is somebody else out there who is manufacturing under the 
claim that they are not, I mean, you know, spending 
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Ms. Hamburg. Well, I think your question speaks directly to why 
we do need legislation and new authorities. Compounding phar- 
macies are not required 

Mr. Griffith. All right, hang on, I am not worried about 
compounding. I am telling you that from the evidence I have heard 
today, it appears that these were manufacturers. So what do you 
all do to find out if somebody is manufacturing illegally, because 
that is what I think we have here? And you keep going back to 
compounding, and that is why everybody is getting frustrated with 
you; 1,415 cases, you know, a number of States away is not a 
compounder. That is a manufacturer. 

Ms. Hamburg. Well, I think we really do need to clarify that in 
legislation in terms of 

Mr. Griffith. All right. I already heard that. Let me go on to 
another question because I have limited time like everybody else 
does. 

There was marketing going on, and I am going to switch to you. 
Dr. Smith. There was marketing going on. They apparently were 
aggressively marketing bulk pricing, discounts to the clinics. You 
are aware of that at this point? 

Ms. Smith. Well, yes, those were some of the claims, or the 
issues that had come up before. 

Mr. Griffith. OK, and I guess if they are aggressively marketing 
to multiple States, did it — are there any memos, I know you 
weren’t there, and I appreciate you coming forward and saying, 
look, mistakes were made. Did anybody think, hey, wait a minute, 
this is not traditional compounding, this is a manufacturer, we 
need to turn this over to the FDA and let them deal with them as 
manufacturers? Because that is what the evidence — notwith- 
standing the FDA not wanting to accept some responsibility today 
at all, that appears to be what happened here, is that somebody 
was violating the law, and pulling a fraud and claiming they were 
compounders when they were in fact manufacturers. Did that ever 
come up in any of the notes or the memos that you have seen thus 
far? 

Ms. Smith. It hasn’t come up, or we haven’t found that level of 
conversation. What has been clear and remains clear, is that Mas- 
sachusetts law requires one prescription per patient. And so the 
issue that has come up as you describe it, is that clearly you can’t 
do that and still do one prescription per patient. 

Mr. Griffith. Right. 

Ms. Smith. One of the things we have done since this all has 
come to light is to. A, remind all pharmacies in Massachusetts of 
that; remind hospitals that if you are getting product, that it needs 
to be one prescription per patient, for exactly the reasons that we 
have been discussing. 

Mr. Griffith. Well, I appreciate that. 

And Mr. Chairman I know my time is up, and I appreciate this 
hearing being held. Earlier today you said, or somebody said there 
would be more hearings. I certainly hope there are, and I hope that 
we can get some answers on why and what we need to do, not on 
the compounding side but to make sure the FDA has authority, be- 
cause apparently, they don’t, to just check and see if we have peo- 
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pie out there who are committing fraud on the public by claiming 
to be a compounder when they are in fact manufacturers. 

Mr. Stearns. I thank the gentleman. 

And I say to all the members we are going to go for a second 
round. I talked to the ranking member, she has agreed. It is not 
necessarily going to be the full 5 minutes, but if you — if the panel 
will be patient with us, there are no votes today, so we do have this 
unique opportunity to have a second round. 

I want to continue with a little bit what Mr. Griffith indicated. 
He sort of indicated going forward today, have you come up with 
procedures and interpretations so that the manufacturers out there 
that are doing the same thing as NECC, that you can stop them? 
And I didn’t — you didn’t seem to give a clear answer. So what as- 
surance do we have in the public mind and legislators that the 
FDA is going to prevent this from happening today because we 
might not get legislation? This is a lame duck session, but the Re- 
publicans control the House; the Democrats the Senate. I mean, it 
is going to be very difficult to get legislation through normally, 
even though this is a very serious problem, and I think we are all 
bipartisan on this. Sometimes between the cup and the lip, it takes 
a while. So I think what Mr. Griffith was touching on is, what as- 
surance can you give the public that the other NECCs that are out 
there, that you are going to stop them? 

Ms. Hamburg. Well, I do want to underscore that I believe that 
we need legislation 

Mr. Stearns. So you cannot stop them unless you have more leg- 
islation? 

Ms. Hamburg [continuing]. To sanction and clarify authority. In 
the interim, we are working very hard, working with our colleagues 
at the State. I mentioned that we are actively engaging with the 
States in order to both provide our best possible information about 
best practices, et cetera. 

Mr. Stearns. Do you feel confident you could stop another 
NECC; with the jurisdiction and the understanding you have now, 
could you stop another NECC who is manufacturing drugs? Could 
you stop them today? 

Ms. Hamburg. NECC was not the first, and it will not be the 
last 

Mr. Stearns. OK. All right. 

Ms. Hamburg [continuing]. Until we work together to clarify and 
strengthen the laws that surround 

Mr. Stearns. Dr. Smith, you indicated in your opening state- 
ment that because of what happened, people have been fired and 
suspended. Is that true? 

Ms. Smith. Correct. 

Mr. Stearns. And you have also implemented new regulations 
and new oversight interpretation so that you can prevent this from 
happening again, is that correct? 

Ms. Smith. Yes. 

Mr. Stearns. OK. Dr. Hamburg, have you fired or suspended 
anybody at the FDA because of this tragedy? Yes or no? 

Ms. Hamburg. No. 

Mr. Stearns. OK, have you gone through, introspectively, looked 
at the agency and said, these are the regulations, these are the 
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things we need to do to prevent another NECC? Have you done 
that? 

Ms. Hamburg. We have done that. We have been working very 
hard to identify what are the authorities that we need to be able 
to protect the American people and to help to ensure that they get 
the quality drugs that they deserve. 

Mr. Stearns. With the NECC incident, is it your position today 
that this could have been prevented by the Massachusetts Depart- 
ment of Public Health? Yes or no? 

Ms. Hamburg. I believe that we need a stronger regulation 
framework 

Mr. Stearns. No, could they have, in your opinion 

Ms. Hamburg [continuing]. But I believe that different actions 

might have been taken with NECC that could have 

Mr. Stearns. See, the problem is that you are saying 

Ms. Hamburg [continuing]. Prevented it, and I wish that that 
were so, but I think we just have to look at the record, that there 
has been 

Mr. Stearns. Did somebody tell you to filibuster us? Is that why 

you are handling the questions 

Ms. Hamburg. I apologize but, you know 

Mr. Stearns. No, the question is 

Ms. Hamburg [continuing]. This is an important issue, and I 
care about it. 

Mr. Stearns. You are saying you did not have the authority to 
stop this, is what you keep saying today; you don’t have the author- 
ity to do it. Do you think that Dr. Smith’s agency should have 
stopped it? Just yes or no. If you don’t know, just say you don’t 
know. 

Ms. Hamburg. Well, I think that clearly, Massachusetts was 
working very hard. 

Mr. Stearns. So you think they could have stopped it, and you 
didn’t have to stop it. 

Ms. Hamburg. They were unsuccessful, and it is, you know, was 

tragic. We worked hard with them to limit the 

Mr. Stearns. OK. OK. I understand. 

Ms. Hamburg [continuing]. Outbreak, and we want to work with 
you. 

Mr. Stearns. I have two more questions for you here. Is it your 
position today that the NECC was not a manufacturing pharmacy 
and that you had no jurisdiction over its business activities? Is that 
your position today? 

Ms. Hamburg. NECC is 

Mr. Stearns. Yes or no. 

Ms. Hamburg [continuing]. Registered as a compounding phar- 
macy. 

Mr. Stearns. No, I am talking about NECC. Did they, in your 
opinion, in your opinion, this is the crux of the hearing now, it is 
your position today that the NECC was not a manufacturing phar- 
macy, and you had no jurisdiction over its business activity? Is that 
your position today? Yes or no? 

Ms. Hamburg. No, that is a subject of an ongoing investigation. 

Mr. Stearns. No, but you have been telling us all day today 

Ms. Hamburg. I cannot characterize. 
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Mr. Stearns [continuing]. That you had no jurisdiction, it is 
murky? 

Ms. Hamburg. I cannot characterize that while there is a crimi- 
nal investigation that is underway. 

Mr. Stearns. Let me get more pointed. Is it your position today 
that the FDA could not have prevented this tragedy because you 
did not have jurisdiction, is that what you are telling me today? 

Ms. Hamburg. I, you know 

Mr. Stearns. Yes or no? 

Ms. Hamburg. I am sorry, we can speculate 

Mr. Stearns. You are in charge of the FDA. You are the chief 
honcho. You are the great poobah of the FDA, and I am asking you, 
basically, could you have prevented this tragedy, and you are say- 
ing you can’t because you didn’t have jurisdiction. 

Ms. Hamburg. It is very hard to know if any one action that we 
might have taken could have stopped this terrible tragedy. I wish 
that I could identify what that would be. What I can’t 

Mr. Stearns. FDA did nothing wrong, in your opinion? 

Ms. Hamburg. No, what I am — I am not saying that. 

Mr. Stearns. In 2002, when they inspected and found all of the 
problems, and 2006, when they wrote the letter and said, we are 
going to shut you down; I mean, all of that is just too murky for 
you, and you don’t think the FDA has any responsibility? 

Ms. Hamburg. No, this is — this is not a forum, unfortunately, 
that enables us to speak to the 

Mr. Stearns. Well, you can speak it pretty well. We have given 
you lots of time. 

Ms. Hamburg. I think that, you know, what we really want to 
do together is make sure that this kind of event 

Mr. Stearns. Oh, that is axiomatic. We all understand that, but 
the question is, we are trying to say that — we are trying to under- 
stand how this could be prevented, and you are saying you don’t 
know how it could have been prevented by the FDA. 

Ms. Hamburg. I think that 

Mr. Stearns. You are not even — you haven’t fired anybody. You 
haven’t suspended anybody. It is not even clear that you have actu- 
ally initiated anything, so I think we are leaving with the impres- 
sion that thank goodness that Dr. Smith stepped up to the plate 
and did something, and we are just a little unsure what you are 
going to do. In fact, according to the staff, we are waiting, as Mr. 
Dingell said, we are waiting for all of this information from your 
agency, and we didn’t even get assurance when you were asked by 
the chairman and by Mr. Dingell that we are going to get all this 
information. I am telling you, there is so much out there that your 
agency has not given us, in all deference to you. Madam. I mean, 
you have only been there a short time, I appreciate that. We need 
your assurance that you will provide it. 

Ms. Hamburg. We will provide the information that you have re- 
quested. 

Mr. Stearns. OK, my time is expired. 

Mr. Stearns. Go ahead, Ms. DeGette. 

Ms. DeGette. I am pulling myself together. I am going to ask 
some questions. 
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Dr. Hamburg, I think you can agree with me that, between 2002 
and 2006, the FDA made some attempts to investigate this, and 
they were pretty inconclusive, correct, yes or no? Yes or no? 

Ms. Hamburg. I apologize 

Ms. DeGette. ok, you are not going to answer that. Let’s just 
keep going on. OK, now, in April of 2002, the FDA began an in- 
spection of the New England Compounding Center, correct? Yes or 
no? 

Ms. Hamburg. Yes. 

Ms. DeGette. And that inspection continued throughout the fall 
and winter of 2002 and 2003, correct? 

Ms. Hamburg. Correct. 

Ms. DeGette. Now, eventually, now, you weren’t there. This was 
not your — it was not your job to defend what they did. But in 2002, 
the FDA investigators concluded, after a lot of investigation, that 
they — that there were jurisdictional issues, is that correct, yes or 
no? 

Ms. Hamburg. That is correct. 

Ms. DeGette. They then turned this investigation — there still 
was some FDA involvement, but for the most part, they turned this 
investigation over to Massachusetts, yes or no? 

Ms. Hamburg. Yes. 

Ms. DeGette. And so what happened at that point was then the 
FDA did have some involvement, but it was primarily Massachu- 
setts, is that right? Yes or no? 

Ms. Hamburg. That is correct. 

Ms. DeGette. Now, in the meantime, you know, I will say we 
are just trying to get answers here because we do need to figure 
out how to prevent this. And if we can’t prevent this kind of a 
thing, then shame on us, because this is a company that had black 
specks floating in the vials. It had cleanliness that wouldn’t even 
be accepted anywhere in the world. And we are all sitting here 
wringing our hands. So we have to figure out how to give you the 
jurisdiction to do what you need to do, and we have to figure out 
how to give Dr. Smith and all of the other State regulators, like 
Colorado, the ability to work with you to do that. OK? 

Ms. Hamburg. Agreed. 

Ms. DeGette. And these inconclusive answers are not helping 
us. Now, the act. Section 503 of the act has all of these require- 
ments regarding the compounders, correct? 

Ms. Hamburg. Correct. 

Ms. DeGette. And what it says is, a compounded drug is exempt 
from a variety of requirements of the Federal Food, Drug and Cos- 
metic Act relating to drugs to get FDA pre-approval if the drug is 
compounded for an individual patient based on the unsolicited re- 
ceipt of a valid prescription, correct? 

Ms. Hamburg. Correct. 

Ms. DeGette. And it says, the drug is compounded by a licensed 
compounding pharmacy, correct? 

Ms. Hamburg. Correct. 

Ms. DeGette. So what has happened over all of these years is 
these drug compounders have started these great big manufac- 
turing facilities, and then they have the illusion that they are keep- 
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ing these scripts for the individual patients, but they are really not 
doing that. Is that correct? 

Ms. Hamburg. That is correct. 

Ms. DeGette. And that is part of the problem, right? 

Ms. Hamburg. That is. 

Ms. DeGette. OK, now, just hold off. So the other thing that has 
happened then. Section 503(a) says, and this goes to what Mr. Grif- 
fith was saying, is Section 503(a) says that the FDA can take juris- 
diction if these compounding pharmacies are exporting more than 
5 percent of their drugs to other States, correct? It says that, right? 

Ms. Hamburg. 503(a), yes. 

Ms. DeGette. So what Mr. Griffith is saying then, is why doesn’t 
the FDA just enforce that? But here is the problem, Mr. Griffith, 
and this is what Commissioner Hamburg is trying to say. Is the 
Ninth Circuit has thrown out all of Section 503, and it says, it 
doesn’t even apply. And the Fifth Circuit has said Section 503(a) 
only applies to advertising, and that is what that map is about. 

And so what Dr. Hamburg is trying to say is, you know, we can 
point fingers and we can be upset, and everything, and we should 
be, about what happened 10 years ago, and why this operation 
wasn’t shut down, but what we really need to think about is what 
are we going to do going forward to make sure that the jurisdiction 
is clarified? 

And I would bet you if we could all sit down and talk about it, 
we could agree on the same principles. We don’t want the FDA 
having jurisdiction over the doctor and the little mom-and-pop 
pharmacy who is trying to make the ointment for the kid. But if 
it really is a big manufacturing operation, even though it is a 
compounding pharmacy, we need to, if the law isn’t clarified now, 
if there is litigation, if there is a separation of court decisions in 
the cases, we need to fix that. And that is our job as Congress. 

So I guess I would say. Dr. Hamburg, you know, I understand 
what you are saying, but within the — within the purview of the law 
as it is written now, the FDA needs to do everything it can to make 
sure it prevents this kind of activity. And furthermore, we have a 
job, we have a job to all of these victims as Congress to not try to 
move the lounge chairs around on the Titanic. 

We have a job to clarify the law if there is not clarity in the law, 
and we can easily do it. So thank you, Mr. Chairman, and I yield 
back. 

Mr. Stearns. I think we have a little time here. We could — ^you 
and I could have a colloquy here, and Mr. Griffith, you can partici- 
pate in this colloquy. You are an attorney, Ms. DeGette, and I ap- 
preciate what you are saying, but I think the interpretation of 
what you did on the Supreme (lourt is not wholly explained, as you 
said. I am asking staff, did the Supreme Court throw out the entire 
was it 503(a). I don’t think they threw it out. They threw out only 
that portion that dealt with marketing. And so for you to say they 
threw out the whole thing so that the commissioner and the FDA 
had no interpretation 

Ms. DeGette. No, no that is not what I said, Mr. Chairman. 

Mr. Stearns. Well, that is what you sort of implied, and the 
legal problem is that the Supreme Court only did a very small por- 
tion of that and left intact the idea that the company that is manu- 
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facturing still can be determined if they are a small pharmaceutical 
or they are a manufacturer, so I would submit 

Ms. DeGette. Mr. Chairman, if you would like to have a col- 
loquy, I will tell you what I said. 

Mr. Stearns. I think you appreciate what I said. 

Ms. DeGette. What I said was that the Fifth Circuit threw out 
the 503(a) provision only on advertising, and left the rest of it in- 
tact. 

Mr. Stearns. Right. 

Ms. DeGette. The Ninth Circuit threw out all of 503, and then 
the Supreme Court took cert on the Fifth Circuit — Ninth Circuit 
case, but they only talked about the advertising. So now it is really 
a big mess. 

Mr. Stearns. And I agree, because of the Fifth, and Ninth Cir- 
cuit, and the Supreme Court. But I don’t think, and this is what 
you are implying, that it creates such a position that the FDA had 
their hands tied, and they couldn’t determine what is a manufac- 
turing and what is a small pharmaceutical. I think you still 
have 

Ms. DeGette. Again, you are misinterpreting what I said. 

Mr. Stearns. OK. 

Ms. DeGette. What I said is that there is a lack of clarity in the 
law and what that means is that evil-doers like this compounding 
pharmacy, don’t feel like they have to listen to the FDA. They don’t 
feel like they have to produce the documents when they are re- 
quested, and they sue whenever there is anything that happens. 
And that is the problem, is it ties the FDA’s hands when they are 
trying to take enforcement actions against these folks even if they 
want to. 

Mr. Stearns. OK, you are welcome to step in here, but I think 
I would 

Mr. Waxman. Point of order, Mr. Chairman. Whose time is it 
now? 

Mr. Stearns. Right now, it is hers. I gave her the time, and she 
yielded back, and I asked her if I could have a colloquy with her, 
which she agreed to, and you are welcome to join in. I think this 
is a legal interpretation, which I think you are welcome to join in. 

Mr. Waxman. Mr. Chairman, I wouldn’t want to interrupt your 
discussion, but we do have members on both sides of the aisle wait- 
ing for their opportunity to get to the round of questions. 

Mr. Stearns. Oh, sure, well, you weren’t here at the time, and 
I would be glad to recognize you. 

Mr. Waxman. It goes to your side next. 

Mr. Stearns. Oh, that is right. You are right. I am going to take 
15 seconds and just say the purview of the chairman is I think 
what Ms. DeGette is talking about between the Fifth and the 
Ninth Circuit Court, and the Supreme Court 

Ms. DeGette. Don’t interpret what I am saying. 

Mr. Stearns. I know, but I am the chairman, and what I think 
is that there was still left the integrity of the law so that the FDA 
could determine who is manufacturing and who they have jurisdic- 
tion over. 

Mr. Waxman. Regular order, Mr. Chairman. 
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Mr. Stearns. With that, I will recognize the gentlelady from 
Tennessee. 

Mrs. Blackburn. Thank you, Mr. Chairman, and I have just a 
couple of questions. 

You all have stayed with us, and I do appreciate this. 

A point of clarification. Dr. Hamburg. You mentioned earlier 
there are 7,500 advanced compounding pharmacists and 3,000 ster- 
ile. 

Ms. Hamburg. That is information that was given to us by the 
International Association of Compounding Pharmacies. 

Mrs. Blackburn. OK, well, that is what I want to know if that 
was 

Ms. Hamburg. We don’t know the numbers because they are not 
required to actually report to us, so we don’t know numbers from 
our own assessments. 

Mrs. Blackburn. OK, but you can source that for us? Would you 
provide that sourcing so that we have that? 

Ms. Hamburg. OK, certainly. 

Mrs. Blackburn. OK, thank you, I appreciate that. Let me, I 
want to go back to this issue that you all had because you had the 
Colorado complaint against NECC in May of 2011, is that correct? 

Ms. Hamburg. That is correct. 

Mrs. Blackburn. OK. And that complaint came into you well in 
advance to any of these contaminated lots being shipped, is that 
also correct? 

Ms. Hamburg. Well, as I understand it, it was a request for in- 
formation from us about whether they were registered as a manu- 
facturer, a drug manufacturer, and they — NECC is listed as a 
compounder. 

Mrs. Blackburn. Well, I think Colorado notified the same FDA 
compliance officers who had inspected NECC in the past, is that 
correct? 

Ms. Hamburg. I believe. 

Mrs. Blackburn. And that these inspectors were aware of 
NECC’s past violations, isn’t that correct? 

Ms. Hamburg. I believe that the email from Colorado was shared 
within the FDA because of the history with NECC. 

Mrs. Blackburn. OK, and then, in that email, did they not say 
that NECC was again shipping volumes of drugs without a pre- 
scription? 

Ms. Hamburg. What they indicated to us was that they were 
concerned that NECC was operating in violation of Colorado State 
Board of Pharmacy licensure and registration laws, and they in- 
cluded attachments 

Mrs. Blackburn. OK. Doctor. 

Ms. Hamburg [continuing]. About the volume of product that 
was being shipped. 

Mrs. Blackburn. But it was clear that it was a repeat violation, 
isn’t that correct? 

Ms. Hamburg. What was clear was there were not specific safety 
and quality concerns, but they were noting that there were not 
valid prescriptions for the materials that were being sent to Colo- 
rado. 



102 


Mrs. Blackburn. OK, let me ask you this. Did the FDA do any- 
thing at all with that complaint? 

Ms. Hamburg. Well, we suggested that they follow up with the 
Massachusetts Board of Pharmacy because 

Mrs. Blackburn. You suggested? You suggested; you didn’t re- 
quire. Did you even pick up the telephone and call the Massachu- 
setts Board of Pharmacy and say, “We think we have a repeat of- 
fender”? 

Ms. Hamburg. I understand, you know, what you are getting at 
there, but it 

Mrs. Blackburn. Yes or no. Did you pick up the phone and call? 
Did anybody pick up the phone and call? 

Ms. Hamburg. Email was being used, but it was communicated 
through the Colorado Board of Pharmacy. 

Mrs. Blackburn. Would you like to supply all of those emails to 
us for the record? 

Ms. Hamburg. I believe you have them. 

Mrs. Blackburn. OK, we have got all of those in total. When did 
you personally become aware of the situation? I mean, at what 
point in the process did you individually, not your staff, but you? 
When did you hear of it. 

Ms. Hamburg. When the first cluster of meningitis cases and the 
possible link to NECC was identified. It was in late September. 

Mrs. Blackburn. OK, Dr. Smith, let me come to you with my 
last minute. Did the FDA ever contact you? 

Ms. Smith. Are you — just so I can understand, do you mean in 
the past or around this current outbreak? 

Mrs. Blackburn. No, let’s go back to the Colorado complaint. 
Did they ever contact you? Did you ever — did you ever get a phone 
call or an email from anybody that said, we think we have a repeat 
offender out here? 

Ms. Smith. Well, I can’t speak to the phone calls, but review of 
the emails does not suggest that we got any information then. 

Mrs. Blackburn. So they knew they had a repeat offender, but 
they did not call you. 

With the boards of pharmacy, like with Colorado, back to you, is 
there any direct contact there? You know, so many of our State 
boards, who do a great job of regulating areas, contact and work 
with other State boards who have like supervision in their States. 

Ms. Smith. Well, we did receive information from Colorado about 
the action, but it wasn’t until July of 2012, and we weren’t, or I 
wasn’t aware of that until we discovered that in the process of pro- 
ducing the documents for this committee. 

Mrs. Blackburn. OK, and let me ask you this: Personnel actions 
in response to this, the NECC, have you taken any actions there? 

Ms. Smith. Yes, the executive director at the time has been let 
go from the department, and the board counsel has been put on ad- 
ministrative leave as was the division director for that area. 

Mrs. Blackburn. And are you reviewing your processes and best 
practices? 

Ms. Smith. Regarding personnel actions? 

Mrs. Blackburn. Yes. 
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Ms. Smith. Yes, as we reviewed the information, again, that we 
presented for this committee, we have identified lapses in judg- 
ment, which have resulted in these personnel actions. 

Mrs. Blackburn. Thank you. I yield back. 

Mr. Stearns. The gentleman from California, Mr. Waxman, is 
recognized for 5 minutes. 

Mr. Waxman. Thank you, Mr. Chairman. 

I find this hearing amazing. 

Mr. Stearns. Amazing. 

Mr. Waxman. Because what we need to do is to work together 
to solve a problem and make sure it will never happen again. In- 
stead what I hear from my Republican colleagues is they want to 
prosecute the director of the Food and Drug Administration. Did 
she know this? What action did she take? 

It sounds like Massachusetts has a lot to be apologetic about. 
Isn’t that a fair statement. Dr. Smith. 

Ms. Smith. Yes, you are right. 

Mr. Waxman. And the question is, did FDA fail to do things they 
should have done? Well, it sounds like you could have done more. 
The FDA as an institution could have done more. The first time 
they wrote a letter was in 2006, saying that this thing seemed to 
be — this company seemed to be out of control. And then they didn’t 
do anything after that. 

Now, I have a feeling. Dr. Hamburg, you are being picked on be- 
cause you are part of the Obama administration, and Republicans 
have been picking on Obama for 4 years, and usually their mantra 
goes, job-destroying regulation, let industry police itself, we don’t 
want government involvement. 

Now, they are saying, we want more government involvement, 
and I think they are right. We want appropriate government in- 
volvement to stop these things from happening. 

So you would think that our obligation would be to figure out, 
do you have the authority? I respect the chairman greatly, but I 
have never understood him to be a great legal scholar. It seems to 
me there is some ambiguity. If there is an ambiguity it is our job 
to clear it up. You think there is an ambiguity because the law that 
we drafted in 1997 said one thing and the court came in and said 
something else. You don’t know whether you can act, whether you 
can’t act. If we want to make sure you act in the future, other than 
just beat you up for not acting, we ought to make sure that you 
have all of the authority appropriate to act. The courts have 
thrown out part of that 1997 law. The courts are themselves di- 
vided on whether Section 503(a) continues to have any legal force. 
In the Western States, 503(a) is not effective; while in Texas, Lou- 
isiana, and Mississippi, it is. And as the map is put together by the 
compounding industry itself shows, there is a very large gray area 
in-between. 

So why are we looking for anybody to blame other than the com- 
pany and making sure that the regulators have all of the power 
that they need. That involves, my colleagues, regulatory power to 
act. It also involves, I tell you regulators, to do your action, to take 
action to stop these bad actors from doing what they want. 

And I wasn’t in the room, but I understand the chairman of the 
Oversight Committee said, they are not going to do any legislation. 
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Well, I would rather we do it now before he leaves. Because he is 
so involved and steeped in this whole question, he should want to 
work with us to solve this problem. It doesn’t sound like that dif- 
ficult a problem. We need to say the FDA has the authority to do 
this, to do this, to do that. 

Commissioner Hamburg, can I ask you for a commitment to 
make your staff available to us this week if we started a process 
to 

Ms. Hamburg. Absolutely, tomorrow. We are so eager to work 
with you because we feel there are significant gaps in our authori- 
ties that limit and undermine our ability to do all that we want to 
do to protect the health and safety of the American people. You 
know, I think that the fact that we have a situation like that map 
reveals, suggests that we don’t have a comprehensive, integrated 
legal framework for action, and we think that we can work with 
you to identify critical areas from registration, so we know who is 
out there, and what they are doing, to developing Federal stand- 
ards that should be adhered to to ensure safe and high-quality 
products, to the ability to do full inspections. 

Mr. Waxman. I don’t want to get you off the hook completely. I 
think you need the law to be clarified, but if I were sitting in your 
shoes — that is a mixed metaphor — if I were sitting in your seat and 
I was the head of the FDA and I heard that Colorado was con- 
cerned about this situation, and you heard other reports, I would 
have assumed I had jurisdiction. I would have assumed the juris- 
diction. I would have acted on it. 

And I have to say to the State, you know, people want to make 
partisan comments, and I think what some of what is going on is 
a little partisan. When FDA first sent the letter, the chairman said 
when you sent a letter, was the FDA under the Bush administra- 
tion? When the State of Massachusetts had a weak consent agree- 
ment, it was under Governor Romney’s administration. You are 
now here under Governor Deval Patrick and here under President 
Obama. Let’s put partisanship aside. Let’s make sure you have the 
authority and the resources to do the job. We want you to do the 
job because we ought to be mindful of the comments that Mrs. 
Lovelace made and all of the other people who are waiting to see 
if they are going to die from this contaminated drug. 

We don’t want excuses. We don’t want to leave this law ambig- 
uous because you are sued if you act. And if you act, assuming you 
have authority when you don’t, you are usually called before com- 
mittees to say, how could you act as if you have authority when 
Congress didn’t give it to you? 

I think we ought to put our partisanship aside. The election is 
over. Figure out a clear law for the Federal Government to be able 
to act because, because with all due respect, this is not a State 
issue if a drug is being shipped around in the country. It is an 
interstate issue. 

Thank you, Mr. Chairman. 

Mr. Stearns. Sure, and I will be the first to recognize — to rec- 
ommend you as you as chairman of the FDA. 

Ms. DeGette. Can we finish this hearing, please? 

Ms. Hamburg. Might not want that job. 

Mr. Stearns. All right. Dr. Burgess is recognized. 
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Mr. Burgess. Thank you, Mr. Chairman. 

And something that is very important, I don’t want it to get lost 
in the translation. Representative Blackburn asked about emails 
between the FDA regional office, and the Massachusetts Board of 
Pharmacy. 

And Mr. Chairman, may I suggest that those emails are a critical 
part of our investigation and that we must receive those, even if 
it is necessary to exercise subpoena authority. We need access to 
that critical part of the 

Mr. Stearns. If the gentleman will yield for one second. We have 
tried. We have got no emails from the FDA. The crux of this hear- 
ing is to get to the bottom of what happened. We can’t get to the 
bottom if we don’t have the information. So you are exactly right. 
The FDA has got to cooperate and give us the emails, because we 
have gotten zero. 

Mr. Burgess. Well, and of course, the FDA has a lot of material, 
and the access to the opinion of your experts would be important 
to us in this investigation. So the intransigence that Chairman 
Upton referenced in his opening statement is something that really 
must be overcome. Now, I am of the opinion that you had all of the 
authority that you needed, and yes, it was a previous commis- 
sioner, and it was a previous administration. So, once again, I 
would also ask that if there is a memo from a general counsel at 
FDA to the then commissioner about, you don’t have the authority 
to do what you said you were going to do in this enforcement letter, 
I think the committee really should see that as well. And again, I 
think we should exercise every power that we have in order to get 
that. And the reason it is important is if new legislation is indeed 
passed and passed hurriedly, as has been recommended, before the 
end of the year, and yet you are not going to act on that authority, 
then we are going to be right back here in the same soup with the 
same problem at some point in the future, and it may be a different 
commissioner from the FDA and they will say, well, there was an 
ambiguity. Look, there is no ambiguity. You have got a criminal in- 
vestigation going on against NECC, is that not correct? 

Ms. Hamburg. There is a criminal investigation, yes. 

Mr. Burgess. So where is the ambiguity? If you have a criminal 
investigation, if you had all of the guys in FDA jackets seizing com- 
puters out of the compounder, where is the ambiguity? 

Ms. Hamburg. First, let me say, we are working to get you the 
emails that you want. We have been trying to develop documents 
and get them to you as swiftly as we can in light of everything that 
is going on. You know, I know it is not the answer that you want 
to hear, but I do think that there is clearly ambiguity and a lack 
of 

Mr. Burgess. A criminal investigation, guys in FDA jackets 
seized the computers, did it on TV so everybody can see. That 
doesn’t look ambiguous 

Ms. Hamburg. No, but — the need for legislation. You know, I 
want to do everything to work with you and get you the informa- 
tion that you need, but I think we also do need to look forward and 
look at where are the gaps in authority. 

I cannot speak to what was going on in the FDA during that pe- 
riod because, as has been noted, I wasn’t there. 
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As I understand it, there were very intense discussions and con- 
flicts about what were our authorities, what — there was ongoing 
litigation; what basis would we use for different regulatory actions 
that might be taken. 

Mr. Burgess. So help us here. If we are going to craft legislation 
rapidly before the end of the year, as has been suggested several 
times on the other side of the dais, how do we keep from making 
the same mistake again? Look, do you have the authority to con- 
duct an investigation as to whether or not you have jurisdiction to 
conduct an investigation because that is what I have been hearing 
all day? 

Ms. Hamburg. We have authorities that have been consistently 
contested, have resulted in split court decisions, in a patchwork of 
regulatory legal oversight, and you know, that is part of what I 
think we can and should address together. 

Mr. Burgess. Yes. Look, people are dead. Doctors have adminis- 
tered medication that they thought was safe, and their patients 
have suffered. They have got to live with those consequences. The 
case we heard about today where the doctors in the intensive care 
unit at Vanderbilt Hospital didn’t have a clue as to what was really 
the culprit in that gentlemen’s illness. There is a lot of stuff here 
that, if there is a problem with the existing statute, it needs to be 
corrected. Then you owe us the ability to look at those internal doc- 
uments and see what the discussion 

Ms. Hamburg. And we will get that to you. 

Mr. Burgess. Well, it has been said time again, we have to do 
this before the end of the year, give us the stuff. Mr. Chairman, 
I am going to ask that we subpoena the stuff that we need, and 
do that forthwith. I mean, yes, I know it is holiday season and no- 
body wants to be working on this stuff, but we have got to do it. 
And if we rapidly produce legislation so that we can just say we 
have done something before the end of the year so we can all feel 
good about ourselves, again, we are going to be back here in the 
same mess, 2 years, 3 years, 4 years fill in the blank. If all you 
need for the cloak of invisibility is to say you have a compounding 
pharmacist, I mean, what is to stop Pfizer tomorrow from saying, 
oh, I am a compounding pharmacist. All of this stuff goes out the 
door and you can’t stop me. You can’t touch me because the Fifth 
Circuit or the Ninth Circuit or someone said, you can’t touch me. 
That is nonsense. No one believes that that is the way it should 
be, and surely, you don’t either. 

Ms. Hamburg. I do not. And that is why I really do feel this is 
an extraordinary opportunity for us to fix some of those problems 
that have really been present for now at least 15 years and have 
tragically resulted in incidents involving deaths, loss of vision, 
other injuries and harm from drugs that the patients thought 
would help them, not harm them. So I think we can strengthen 

Mr. Burgess. Look, you owe us the information you have. 

Ms. Hamburg. And we will get that to you. 

Mr. Burgess. You have emails. You have experts under your 
control. If this is something that has been discussed internally, and 
there has been a conflict internally, let us be privy of that informa- 
tion so that when we try to craft the legislative fix, it is not an im- 
perfect product. And you have got all of the authority you need 



107 


today to shut this place down, lock them up, and send them away 
for however long that anyone would care to think, for whatever 
reason, it didn’t happen in 2002, 2004, 2006, 2008. 

Mr. Stearns. The gentleman’s time has expired. 

Mr. Burgess. I yield back. 

Mr. Stearns. Mr. Dingell, before I recognize Mr. Dingell, Dr. 
Hamburg, we have gotten thousands and thousands of emails from 
Dr. Smith’s agency, so the fact that you have got none — she has 
less resources than you do, yet they complied and have given us all 
of the information. So I just really urge you and your staff to com- 
ply- 

Ms. Hamburg. We will get that to you. 

Mr. Stearns. All right, Mr. Dingell is recognized for 5 minutes. 

Mr. Dingell. Mr. Chairman, thank you. 

Dr. Smith, and commissioner, it is possible for the two of you to 
execute Memorandums of Understanding defining your respective 
jurisdiction, is it not? 

Ms. Hamburg. Yes. 

Mr. Dingell. Is there any reason why you could not or would not 
begin to devote your attention to achieving such a Memorandum of 
Understanding so that you could define where the authorities of 
Food and Drug lie, and the authorities of the agency in the State 
of Massachusetts lie? Are you willing to undertake that, ladies? 

Ms. Smith. Well, I certainly think that there are multiple oppor- 
tunities for us to do better in terms of communication and that sort 
of thing as a beginning. 

Mr. Dingell. We are going to try, I think you can sense from the 
committee and its questions to proceed towards a legislative solu- 
tion, and it may very well be that we have to do so, and I think 
we are determined to do so. 

What I am hoping is that while we are doing that, that you will 
commence doing what you have the capacity to doing, i.e. A Memo- 
randum of Understanding, where the two of you define your respec- 
tive responsibilities so that we can get ahead of this curve. And if 
we cannot complete our business by year end because of the Senate 
or other things, that we are able, therefore, because of your labors, 
to commence the process of moving along on a parallel track. Are 
you willing to do that? 

Ms. Hamburg. We are certainly willing to do that, and we are 
pulling together all of the 50 States in order to really begin 

Mr. Dingell. Well, I don’t want to put out difficulty for you, but 
I want to look at how to resolve the problem. 

Ms. Hamburg. But I just have to underscore that it still won’t 
address what the courts say, different regulatory requirements. 

Mr. Dingell. Doctor, the clock runs, and it is most uncharitable. 

I will look for you to give me an answer on what you can do to 
get a Memorandum of Understanding done between your two agen- 
cies and/or other agencies. 

Now, it is possible to define a compounder as a person who 
makes certain amounts and to define a manufacturer as a person 
who makes certain amounts of pharmaceuticals, is it not? Yes or 
no? 

Ms. Hamburg. You could decide to put that in legislation. Cur- 
rently, that does not exist in the legislation. 
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Mr. Dingell. You are telling me you don’t have the authority to 
do that? You do or don’t have that authority? 

Ms. Hamburg. Volume in and of itself is not dispositive. It could 
he put into legislation as a statutory factor in our determination. 

Mr. Dingell. It appears that the New England Compounding 
Center and other like-hearted rascals have engaged in the practice 
of figuring themselves a fine loophole in which, through lobbying 
and other efforts, they have been able to assure that they are able 
to engage in practices that impose substantial dangers on the 
American people. 

Now, having said that, I would like to have you tell me one more 
thing here, if you please. Doctor. 

You have one of the required treatments for this particular fungi- 
cidal meningitis that takes place is to have availability of a sub- 
stance called oral voriconazole, which is a therapy used in treating 
spinal meningitis. There is a great concern on the part of a hospital 
in my district St. Joseph Mercy in Ann Arbor, and they are trou- 
bled that there is going to be a shortage of this particular pharma- 
ceutical available to them to provide the necessary treatments for 
their patients who have been hurt by this particular — the par- 
ticular injectable that we are talking about today. 

What is there that we can do to assure that there is an adequate, 
current, and future supply chain for oral voriconazole? 

Ms. Hamburg. Well, voriconazole has been used in the treatment 
intravenously, and from the very beginning, we have been looking 
at the possibility of shortages. When last I discussed that with 

Mr. Dingell. What are we going to do about that? 

Ms. Hamburg [continuing]. They did not feel it was in shortage. 
I have not heard anything further. I will get back to you if there 
are concerns, but I do not believe that it is at risk for shortage at 
the present time. 

Mr. Dingell. This is a matter of urgent concern, and I would 
suspect that my people at St. Joe’s are concerned that you all have 
hospitals and practitioners elsewhere in the country who all have 
the same concern. So I would appreciate if you can look 

Ms. Hamburg. Yes, we will be examining that. 

Mr. Dingell [continuing]. Into that. 

Mr. Chairman, I thank you for your courtesy. 

Mr. Stearns. The gentleman from Virginia is recognized for 5 
minutes, Mr. Griffith. 

Mr. Griffith. Mr. Chairman, this is probably a first for me in 
the time that I have served on this committee, but I agree with Mr. 
Waxman when he said that he would have made the assumption, 
particularly in those areas that are gray, that you had the author- 
ity. And so I just point that out to you. 

Now, maybe it is because I was a criminal defense attorney in 
my prior life, you know, the threats that somebody might sue me 
just aren’t something that would stop me from trying to do my job. 
And if I thought I was right, I would have gone forward. And that 
is why we want to see the emails, and we want to see the memo- 
randums. You have heard all of these questions, and I thought Ms. 
DeGette did a nice summation. And I wish you would have been 
as clear in your answers as she was in trying to interpret your po- 
sition. 
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But having been a criminal defense attorney and having heard 
you all day say that, you know, you didn’t have authority or your 
authority was vague, or you needed clarification of authority, I 
have to ask the question, what is your legal basis for the FDA 
going in and doing a criminal investigation in this case? 

Ms. Hamburg. Well, of course, that is being done with the De- 
partment of Justice, but the Food, Drug, and Cosmetics Act, obvi- 
ously, is the basis for so much of our regulatory actions, but the 
problem here is that a component of 503(a) has been questioned in 
the courts, and it applies in some areas and it doesn’t apply in 
other areas. And we have, around compounding pharmacies, we 
have guidance that we have put out that would be applying in 
some areas, but that doesn’t have the force of law. So, you know, 
it is a challenging arena for regulatory 

Mr. Griffith. Well, here is the problem, and I fear that in your 
comments today, you may have made the argument for the defense 
that they are going to escape criminal sanctions because you have 
said the law is ambiguous and that you don’t have the authority 
to go forward. And I think that is a mistake because, look, you 
know, I think, as I said before, they are a manufacturer, particu- 
larly when we have 1,415 patients in my area alone. I think they 
are a manufacturer. And just because they call themselves a 
compounder doesn’t make it so. I could call myself the Duke of Earl 
and claim diplomatic immunity. That does not make it so. In a 
trier of fact, if you all had been aggressive on this, I believe a trier 
of fact would have found they were weren’t a compounder a long 
time ago, which is why, as you move forward, you didn’t answer 
the question earlier, so I am assuming that you don’t routinely con- 
tact medical professionals and ask them where they are getting 
their drugs from so that you couldn’t identify. I think that is what 
you should have been doing, but hindsight is 20/20, as we all know. 

But I think you ought to be looking at doing something like that 
in the future so that you can protect the American public. I think, 
like Mr. Waxman said, you should have assumed you had the au- 
thority when you had a bad actor. And I think as you go forward, 
you have to look at that. And Dr. Smith, I would hope that you all 
would look — I believe they may have undermined their criminal 
case today. So since they said it was a State’s responsibility, per- 
haps there is a State law that you could look into and ask your at- 
torney generals to look and see if there is any criminal prosecution 
that could be brought under State law, because if FDA doesn’t have 
the authority to deal with them from a regulatory standpoint, I am 
not sure they have the authority to go in and seize the computers 
and do what they are doing. 

That being said, I would now yield my time to the gentlewoman. 
Congresswoman Blackburn. 

Mrs. Blackburn. Thank you. I appreciate that, and Dr. Ham- 
burg, I want to go back to this issue with the emails that pertain 
to NECC. The first violation came up in 2002, and please under- 
stand that it was unclear in your answer to me about the emails. 
You seemed to indicate you thought we had your emails. We do 
not. So let me be very clear: We want to see this entire file going 
back to 2002. We want all of those emails, and we want the con- 
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versation that took place via email with the Massachusetts Board 
of Pharmacy. 

I have 81 Tennesseeans and 13 deaths. We are very concerned 
about this. We are concerned about everyone that has been ad- 
versely impacted. Our sympathies and thoughts are with them, and 
we are incredibly concerned about the ineffectiveness of the bu- 
reaucracy, and it doesn’t matter which administration. It is the 
lack of attention by this agency to a situation that has gotten out 
of hand. 

So just to be certain that you understand what we are asking, 
all of the emails, we are not in possession of this. We are — and we 
have asked for this. So we do ask that you comply quickly, so that 
we can see the full extent to your participation and the manner in 
which you all communicated with, responded both on an intra- 
agency, and then also with the Massachusetts Board of Pharmacy. 

And with that, I will yield back the balance of my time. 

Mr. Stearns. The gentlelady’s time — gives up her time, and the 
gentleman from Massachusetts is recognized for 5 minutes. 

Mr. Markey. Thank you, Mr. Chairman, very much. 

Dr. Hamburg, isn’t it true that the legal definition of drug manu- 
facturer in Section 510 of the Food, Drug, and Cosmetics Act ex- 
empts pharmacies? 

Ms. Hamburg. You know, I am not a lawyer, but my under- 
standing is yes. 

Mr. Markey. Yes. So that creates a problem right up front from 
a legal perspective. 

Ms. Hamburg. Yes. 

Mr. Markey. That clear statement that exempts pharmacies 
from FDA jurisdiction, and when it comes to drug manufacturers, 
that in the actual definition itself, it kind of talks about what 
would be equivalent of Merck, Bayer, or Pfizer as a manufacturer, 
and then it explicitly says pharmacies aren’t covered, you know, in 
that definition. So that is just loaded with potential for lawsuits, 
you know, for questions that can be raised about your authority, 
and do you need that clarified so that you absolutely have the abil- 
ity to regulate compounding pharmacies in a way that protects the 
public health and safety? 

Ms. Hamburg. I think that 510 exempts from registration, not 
any kind of jurisdiction, but I think the problem is that — I am not 
saying we have no authority. I am saying that our authority over 
drug manufacturers is very different, and it requires a set of clear 
actions on the part of the manufacturers and the part of FDA. 

In this area, it is simply much more murky, and it is contested 
in the courts, and we have a split court decision. We have different 
legal frameworks that govern different States, yet we have an in- 
dustry that operates across State boundaries. 

We don’t have the kind of authorities that we need, and we don’t 
have the kind of clarity of the legislation that we need as well, you 
know. I am deeply troubled by what has happened in this case and 
with NECC, and if there were actions that could have been taken 
at an earlier time to prevent it, I would wish that that were so. 

But you know, what I am speaking to now is, we have this oppor- 
tunity. It is a clarion call to action, I think. And if we don’t want 
to see that kind of event repeated, and it is not an event that has 
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occurred in isolation, you know. There have heen events in so many 
Members’ districts in the past over a period of many years, that I 
think we have an obligation to work together to create new legisla- 
tion that defines this in a way that is clear and understood and 
that gives FDA new authorities. 

Mr. Griffith mentioned, you know, why aren’t we writing to 
compounders, or why aren’t you writing to patients telling them 
that they might be getting drugs from compounders? Well, we don’t 
even know the universe of compounders and what they are making. 
So we clearly need additional authorities in order to achieve some 
of this goals that we have been talking about. 

Mr. Markey. And, Doctor, that is why I listed the individual 
component parts of my legislation, just so it could be clear that you 
would welcome that authority. And then we could ensure that you 
can be the true cop on the beat. 

But I do believe that it is troublesome that in the legal definition 
of “drug manufacturer,” the legal definition in the FDA statute, it 
actually exempts pharmacies in that definition. 

So the whole area is just rife with ambiguity. And in that atmos- 
phere of ambiguity, we have wound up with a mess on our hands. 
And we just have to make sure that that never happens again. 

Mr. Chairman, I thank you so much. 

Mr. Stearns. Thank you. 

And I would say to the panel, we have completed our questions 
here. And, as the chairman, I have usually the ability to say the 
last few words. And in defense of Mr. Markey, who had made the 
case, in his words, as murky, I go back to what Mr. Waxman said, 
that if he was chairman of the FDA, he would not have been cau- 
tious; he would have been siding on safety and gone through and 
exercised, regardless of what the situation. I agree with him, and 
that is why I think he probably should consider being the commis- 
sion chairman. 

And, also, I would say to you, if Pfizer or Merck or any large 
pharmaceutical company suddenly call themselves a compounding 
company, you are implying that you wouldn’t have jurisdiction over 
them, when we know that is not true. In fact, you know, when you 
look historically, you see lots of criminals that are being indicted; 
they make the case that, “I was doing work for the FBI under 
cover.” And, lo and behold, that was just a front so that they could 
defend themselves when, actually, they were committing fraud and 
criminal activity. 

And, lastly, I would just conclude, Mr. Griffith and Dr. Burgess 
both mentioned the FDA appears to have the legal authority to 
walk in and take computers with their jackets, we have seen on tel- 
evision. And, certainly, if you had the ability to go in and prosecute 
and take the computers from NECC, then surely you had the juris- 
diction to shut them down, because you had the jurisdiction to go 
in and take their equipment. 

And, certainly, I think many of us in this committee are dis- 
appointed that you are not providing the emails and information 
we need so we can get to the bottom of this. And that was the in- 
tention of this whole hearing, is to see what really happened. 
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So, with that, the subcommittee is adjourned. 

[Whereupon, at 2:00 p.m., the subcommittee was adjourned.] 
[Material submitted for inclusion in the record follows:] 
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Terry Opening Statement for the Fungal Meningitis 
Outbreak Hearing 

WASHINGTON, DC - Congressman Lee Terry (R-NE) issued the following statement today: 

“Mr. Chairman; Thank you for allowing me to submit this statement for the record. I sit 
here today as a very concerned Member of this Oversight panel. How is it that after nearly 
a decade of documented evidence against a ‘bad player' the FDA failed to act? Even after 
a letter in 2006 that threatened enforcement action? 

“The issue at hand here is not whether FDA lacks the authority. It is clear that their 
authority was enforced when they raided the NECC this year. My worry is that the FDA 
may lack the leadership necessary to see these kinds of problems coming. How is it possible 
that in the three weeks between September 25, 2012 and October 16, 2012, more damming 
information was gleaned than what was gleaned over nearly a decade of documented 
violations by the NECC from 2003-2012? Does it take people dying for FDA to act? 

“I look forward to today’s testimonies.” 
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United States House of Representatives 
Committee on Energy and Commerce 
Subcommittee on Oversight and Investigations 
“The Fungal Meningitis Outbreak: Could It Have Been Prevented?” 

November 14,2012 10:00 AM 
Rayburn House Office Building Room 2123 

Exhibit List 

1 . Mass. Dep’t of Pub. Health, New England Compounding Center (NECC) 
Preliminary Investigation Findings: Bd. of registration in pharmacy report 
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2. U.S. Food & Drug Admin., New England Compounding Center Form FDA 483 
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7. Memorandum from Consumer Safety Officer, New England Dist. Office, FDA & 
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Office, FDA, to Barry J. Cadden, Dir. of Pharmacy, New England Compounding Center 
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14. Letter from Barry J. Cadden, Dir. of Pharmacy, New England Compounding Center, to 
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15. Letter from Compliance Officer, New England Dist. Office, FDA, to Barry J. Cadden, 
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1 6. Cease and Desist Order, In the Matter of the Unauthorized and Unlawful Distribution of 
Prescription Drugs and/or Compounded Prescription Drugs in Colorado by New 
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THE COMMONWEALTH OF MASSACHUSETTS 
EXECUTIVE OFFICE OF HEALTH AND HUMAN SERVICES 
DEPARTMENT OP PUBLIC HEALTH 
PRELIMIMART INVESTIGATION REPORT - NECC 2012 

INTRODUCTION 

Since September 24, 2012 a widespread outbreak of fiingal meningitis has affected people in 
17 states and caused 23 deaths at the lime of this report. The outbreak originated from a medication 
compounded by New England Compounding Center (NECC), a facility licensed by the Massachusetts 
Board of Registration in Pharmacy (Board). The Massachusetts Department of Public Health (DPH) 
has taken immediate action to protect public health and safety. In collaboration with investigators 
from the U.S. Food and Drug Administration (FDA), DPH investigators have worked to identify the 
root causes of these events. While the complete scope and severity of this outbreak will not be fully 
understood for many weeks, to ensure the utmost transparency, DPH is releasing these preliminary 
findings from its ongoing investigation of NECC. This report constitutes early findings that may be 
subject to revision as the investigation unfolds. 

Medication compounding involves the practice of taking commercially available products 
and modifying them to meet the needs of an individual patient pursuant to a prescription from a 
licensed provider. Nearly all retail pharmacies in Massachusetts perform compounding, however only 
25 compounding pharmacies meet the standards necessary to produce sterile injectable products. By 
terms of their license with the Board, every Massachusetts pharmacy must comply with 
Massachusetts laws and regulations, including compliance with the United States Pharmacopeia 
Standards. Compounding pharmacies may only perform compounding upon receipt of a patient- 
specific prescription. These requirements and restrictions are consistent with the rules in place in 
other states. 

Upon beginning the joint on-site investigation of NECC early in this outbreak, DPH and FDA 
investigators identified serious deficiencies and significant violations of pharmacy law and 
regulations that clearly placed the public’s health and safety at risk. 

KEY Facts 

Date(S) of Investigation; September 26. 20 J 2 to Present 
Pharmacy License Number and Initial Issue Date: DS2B4S: July 16, 1998 
License Status: Voluntary Surrender. October 3, 2012 
Corporation Name: New England Compounding Pharmacy, Inc. 

DBA Name: New England Compounding Center (NECC) 

Address; 697 Wa\erly Road, Framingham. MA, 01702 

Manager of Record and License Number: Cadden, Barry J; PH21239 

DEA Registration Number and Expiration Date: BNS927819, July 31, 2013 

Practice Setting: Specialty Pharmacy 

Previous Inspection Date: May 24, 2011 

Previous Inspection Docket or Staff Assignment Number: 1SP~738 

2 
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THE COMMONWEALTH OF M A 8 O A C H U 8 E T T 0 
EXECUTIVE OFFICE OF HEALTH AND HUMAN SERVICES 
DEPARTMENT OF PUBLIC HEALTH 
PRELIMINARY INVESTIGATION REPORT - NECC tOit 

Investigative Methodology 

The NECC on-site investigation process consisted of DPH investigators obtaining 
documentary evidence (including photographs), reviewing and obtaining copies of Standard 
Operating Procedures, observational findings, reviewing and obtaining copies of all policies and 
procedures, reviewing batch records and interviewing NECC staff. The FDA conducted product 
testing and investigators took environmental samples of various areas of the facility to test for 
contaminants. 

DPH investigators principally communicated with three NECC staff members during the on- 
-site investigation (Barry J. Cadden, Glenn A. Chin and Lisa Conigliaro-Cadden) along with FDA 
investigators. After September 26, 2012, the majority of NECC employees were no longer on site. As 
has publicly been documented, NECC terminated many of their staff. The continuing investigation 
will include interviews of NECC employees. 

Selected Preliminary Findings 

During the facility inspections, investigators documented serious health and safety deficiencies 
related to the practice of pharmacy. All pertain to violations of 247 CMR 9,01(3) or 247 CMR 
e.OUSXa); 

• NECC distributed large batches of compounded sterile products directly to facilities 
apparently for general use rather than requiring a prescription for an individual patient, 
o Records show that NECC had lists of potential patient names but did not have 

patient-specific prescriptions from an authorized practitioner when compounding and 
dispensing medication, a.s required by state law. 
o Manufacturing and distributing sterile products in bulk was not allowed under the 
terms of its state pharmacy license. If NECC was appropriately licensed as a 
manufacturer with the FDA the company would have been subject to additional 
levels of scrutiny. 

o NECC did not conduct patient-specific medication history and drug utilization 
reviews as required by regulations. 
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THE COMMONWEALTH OF MASSACHUSETTS 

EXECUTIVE OFFICE OF HEALTH ANO HUMAN SERVICES 
DEPARTMENT OF PUBLIC HEALTH 

PRELIMINARY INVESTIGATION REPORT - NECC 2013 

• NECC distributed two of the recalled lots of methylprednisolone acetate (PF) SO MG/ML 
prior to receiving results of sterility testing: 

o Lot 0629201 2@26 was prepared on June 29, 2012. Final sterility testing was 

completed on July 17, 2012. Two shipments of product were made prior to the final 
sterility tests results being received. 

o Lot 081020J2@5} was prepared on August 10, 2012. Final sterility testing was 
completed on August 28, 2012. Eleven shipments of product were made prior to the 
final sterility tests results being received. 

o While NECC’s records show the sterility tests found no contamination, the adequacy 
of NECC’s sterility testing methods arc currently under examination. 

• Final sterilization of product did not follow proper standards for autoclaving (sterilization 
through high pressure steam) pursuant to United States Pharmacopeia Standard 797 (USP 
797) and NECC’s own Standard Operating Procedures: 

o Examination of NECC records indicated a systemic failure to keep products in the 
autoclave for the required minimum 20'minute sterilization period necessaiy to 
ensure product sterility. 

• NECC did not conduct proper validation of autoclaves pursuant to USP 797: 

o NECC failed to test their autoclaves to ensure proper function. 

• Visible black particulate matter was seen in several recalled scaled vials of 
methylprednisolone acetate from Lot 081020!2@5l. 

• Powder hoods, intended to protect pharmacLsts from inhaling substances during medication 
preparation, within the sterile compounding area were not thoroughly cleaned pursuant to 
USP 797. 

o Residua! powder was visually observed within the hood during inspection. This 
contamination may subsequently lead to contamination of compounded medications. 

• Condition of "Tacky” mats, which are used to trap dirt, dust, and other potential contaminants 
from shoes prior to clean room entry, violated the USP 797. 

o Mats were visibly soiled with assorted debris. 



122 


THE COMMONWEALTH OF MASSACHUSETTS 
EXECUTIVE OFFtCe OF HEALTH AND HUMAN SERVICES 
DEPARTMENT OF PUBLIC HEALTH 
PRELIMINARY I N V E 8 T t G A T I O N REPORT - NECC 2012 

■ A leaking boiler adjacent to the requisite clean room created an environment susceptible to 
contaminant grov/ih: 

o A pool of water was visually observed around the boiler and adjacent walis, creating 
an unsanitary condition; the culture results of this potential contaminant are still 
pending. 


Chronology of the Outbreak & Department of Public Health Actions 

Monday September 24, 2012 - The Massachusetts Department of Public Health (DPH) was notified 
by Tennessee Department of Health in late evening about a cluster of six rare fungal meningitis cases, 
with onset of symptoms between July 30 and September 18, 2012. These patients had several risk 
factors in common, including an epidural injection of steroid (methylprednisolone acetate 80 mg/ml 
preservative free) compounded at New England Compiounding Center (NECC) located in 
Framingham. Tennessee also reviewed three other products not made by NECC as potential 
contaminants. 


Tuesday September 25, 2012 - DPH planned an investigation of NECC given growing concerns of 
linkage to infections. The DPH’s Bureau of Health Care Safety and Quality, Board of Registration in 
Pharmacy (Board), and Bureau of Infectious Diseases began rapid response planning on September 
25, and convened a multi-agency meeting between the Tennessee Department of Health, the U.S. 
Centers for Disease Control and Prevention (CDC), the U.S. Food and Drug Administration (FDA), 
and the New England Compounding Center (NECC). At the demand of DPH staff, Barry Cadden and 
Gregory Conigliaro, principal owners of NECC, immediately provided documentation of all facilities 
in the nation that had received medications from three lots of methylprednisolone acetate that were 
suspected by the CDC as being linked to the fungal infections (“suspect lots”). Distribution lists were 
provided to public health authorities across the country, including CDC and FDA. The suspected 
product was distributed to more than 14,000 patients in 23 states. 


Suspect Lots of Metbylprednisolone Acetate (PF) 8D mg/mt lojection 
identified by TN DOH; 

Lot #052120I2@68 prepared by NECC on 5/2 1/20 1 2 
Lot #06292012@26 prepared by NECC on 6/29/2012 
Lot#08102012@51 prepared by NECC on 8/10/2012 


V. 


17,676 total doses 






5 
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Wednesday September 26, 2012 - DPH began an onsite investigation of NECC and instituted a 
recai! of all suspect lots of methylprednisolone acetate. Investigators conflnned that ail non- 
distributed methylprednisolone products were quarantined, and that methylprednisolone acetate was 
no longer being produced. Approximately 3,000 doses were quarantined or returned through recall. 
Upon arriving at NECC. investigators found NECC employees cleaning sterile compounding areas 
and conducting environmental testing. DPH investigators also detected signs of bleach 
decontamination in the compounding area.s. 

Thursday September 27, 2012 to Sunday September 30, 2012 - DPH coordinated with FDA to 
plan a collaborative investigation of NECC. 

Monday October 1, 2012- DPH and FDA began a joint investigation at NECC. Findings supported 
by the epidemiological work of the CDC prompted DPH to issue a formal Quarantine Notice pursuant 
to M.G.L. c. 94C, §§13 and 189 A, and M.G.L. c. 1 12, §§ 30 and 42A. This legally formalized the 
September 26 quarantine action. The Notice directed that all methylprednisolone acetate raw 
materials (chemicals), all non-sterile and sterile products located at NECC used in the compounding 
of methylprednisolone acetate, and all inventory on the premises prepared for dispensing and stored at 
the pharmacy, or received by recall should be quarantined and not disposed of without the express 
approval of the DPH. Investigators were shown examples of methylprednisolone products that were 
labeled as patient specific. The associated documents were not individual prescriptions but lists of 
patients generated by a clinical facility and provided to NECC to obtain the product. NECC stated the 
list of names was considered to be an authorized prescription by the physician. This practice is not in 
accordance with Massachusetts regulations. 

Tuesday October 2, 2012 - DPH and FDA observed visible black paniculate matter in sealed vials 
(of purportedly sterile methylprednisolone acetate) returned to NECC. Inconsistencies in sterilization 
processes of materials were identified through review of NECC’s records. The Board voted to obtain 
a Voluntary Surrender of NECC’s license or to initiate action to issue a Temporary Order of 
Summary Suspension. 

Wednesday October 3, 2012 -DPH secured voluntary surrender of NECC's license, effective 12 pm 
(noon), and instituted a voluntary recall of all intrathecal products (those injected into the area around 
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the spinal cord or brain). DPH also notified Massachusetts providers to cease use of all NECC 
products. 

Thursday October 4, 2011 - DPH and FDA publicly announced that black particulate matter, 
tentatively identified by microscopy as fungal contamination, was seen in a sealed, purporlediy sterile 
vial of meihylprednisolone acetate from a suspect lot CDC and FDA recommended that all health 
care professionals cease use and remove from their pharmaceutical invOTtory any material produced 
by NECC. Massachusetts State Epidemiologists contacted nine Massachusetts health care facilities 
that received non-implicated lots of methylprednisolone acetate, instructing them to contact recipient 
patients to determine whether there were any unusual infections or other complications. No infections 
from the non-implicated lots sent to Massachusetts facilities have been identified at this time. DPH 
and FDA investigators continued with their on-site investigation and evaluated standard operation 
procedures and batch records related to sterile compounding. FDA investigators took environmental 
samples of various areas of the facility to lest for contaminants. 

Friday October 5, 1012 - DPH and FDA investigators noted visible contaminants in additional 
sealed recalled vials of methylprednisolone acetate. The particulate matter was noted in vials labeled 
in conformance with Massachusetts pharmacy regulations with patient-specific information. 
Additionally, particulate matter was noted in recalled vials that were labeled without patient-specific 
names, in clear violation of Massachusetts regulations. DPH and FDA each issued an alert to 
providers and facilities across the country slating the identification of paniculate matter. 

Saturday October 6 , 2012 - DPH secured an immediate recall of all NECC products. 

Monday Octobers, 2011 - At the request of DPH, Barry Cadden and Glenn Chin, leaders at NECC, 
voluntarily ceased practice as pharmacists pending completion of the Investigation. 

Wednesday October 10, 2012 - Based on their shared ownership and leadership with NECC, DPH 
requested that Ameridose and Aiaunus Pharmaceutical cease all pharmacy operations and any 
dispensing, manufacturing or wholesale distribution of any products starting at 3 p.m. on October 10 
and continuing until 5 p.m. on October 22. DPH and FDA staff began an on-site investigation of 
Ameridose, a pharmacy, distributor and wholesaler regulated by the FDA. At the demand of DPH, 
Barry J. Cadden agreed to immediately resign as manager, director and from any other management 



125 


THE C Q M M O N Mt E A L T H OF MASSACHUSETTS 
EXECUTIVE OFFICE OF HEALTH AND HUMAN SERVICES 
DEPARTMENT OF PUBLIC HEALTH 
PRELIMINARY INVESTIGATION REPORT - NECC » 0 1 2 

position at NECC, Ameridose. and Alaunus. DPH began working with the Massachusetts Hospital 
Association to ensure that the supply chain of medications would not be disrupted. The Board issued 
an advisory to all pharmacies and pharmacists in Massachusetts emphasizing that all of their actions 
must be performed in accordance with the United States Phannacopeia. The advisory also reiterated 
that state law requires compounding pharmacies and 

pharmacists to have a patient-specific prescription from an authorized practitioner when 
compounding and dispensing medication. Compounding phannacies and pharmacists were required 
to submit an affidavit asserting that they are following state law in this regard. 

Sunday October 14, 2012 - DPH staff b^an on-slte investigation of Alaunus Phannaceuticals, a 
wholesale distributor affiliated with Ameridose and NECC. 

Monday October 15, 2012 - FDA issued an advisory that a patient may have acquired fungal 
meningitis from a different NECC steroid injection, triamcinolone acetonide. DPH epidemiologists 
began outreach to all 192 facilities in Massachusetts who received any NECC injectable products and 
supported providers in patient outreach. In addition, the FDA reported a transplant patient with an 
Aspergillus fumigatus infection who received a NECC cardiopiegic solution during surgery. The 
CDC is actively working to confirm the presence of fungal contaminants in cardiopiegic solutions. 
DPH asked Massachusetts providers to contact any patients who received any injectable product, 
including ophthalmic drugs or cardioplegia solutions prepared by NECC after May 21, 2012. 

Thursday October 18, 2012 - FDA released definitive laboratory confirmation of the presence of 
fungal contaminants in sealed vials of methylprednisolonc acetate in a suspect lot prepared by 
NECCDPH and FDA collected samples from sealed vials of completed product at Ameridose. Results 
are currently pending with the FDA. 

Friday October 19, 2012 - DPH and FDA Investigators scrutinized business practices of Alaunus 
Pharmaceuticals, and potential for inappropriate distribution of NECC or Ameridose products. At the 
request of DPH, Ameridose and Alaunus Pharmaceuticals extended their cessation of operations until 
November 5, 2012. 

Monday October 22, 2012 - The Board authorized DPH staff to request voluntary permanent 
sunender of the licenses of Barry J. Cadden, Glenn A. Chin, and Lisa Conigliaro-Cadden, as well as 

8 
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NECC, If the three pharmacists and NECX^ do not comply, the Board authorized staff to proceed with 
permanent revocation. All three individuals are currently prevented from practicing as pharmacists, 
and would be so prohibited throughout the appeal process. 

Ongoing Investigation 

The Department’s collaborative investigation with the FDA is comprehensive and will 
continue until investigators have all information needed to determine what, if any, further action 
should be taken against NECC and its leadership. This investigation also extends to NECC’s business 
practices and environmental conditions surrounding the business, including the presence of a nearby 
recycling center that shares ownership with NECC. Investigators are also looking into NECC’s 
corporate entity, including, but not limited to, corporate ownership and governance structures at both 
NECC and sister companies, Ameridose and Alaunus. DPH will analyze and incorporate all evidence 
and information gathered by the FDA and the Board of Registration in Pharmacy into a final, 
comprehensive report. This report will be presented to the Board of Registration in Pharmacy, which 
will determine appropriate regulatory sanctions under administrative law. DPH will also assist with 
any Investigation, federal or stale, that explores the actions of NECC and Its principals. DPH will 
continue to support and cooperate with federal policymakers in addressing gaps in oversight of 
compounding pharmacies, including leaders on the U.S. Senate Health, Education, Labor, and 
Pensions Committee, and the U.S. House of Representatives Energy and Commerce Committee, and 
members of the Massachusetts Congressional delegation, including Congressman Ed Markey. DPH 
will also work closely with the Massachusetts General Court to explore state-specific policy 
solutions. Findings of these investigations will be used to inform these state and federal actions to 
address regulatory gaps within the quickly evolving compounding industry. 
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DISTRICT OFFK^ ADDRESS A!0 PHONE NUMBER 

New Hngiandl^tHctC^nc^ 1 Montvate Ave. Stonstem, MA 02180 

HBHHHIHH lodtisitv intoimaiion: www.lda-Qcv/oc/lrtdustrv 



FIRM NAME 

New England Compoundhtg Pharmacy Inc., d/b/a New England Compoundirtg Center 


CITY. STATE AND ap CODE " ^ 

Framhigham. MA 01702 



I^Pf£SENrAFmJ^^OeTB9i^1K3Nl^ffi}lfiQ^}i^COfmUNCE. H^¥OUmV£AN03^C7IONftEQAffiaNQANOB^VATtON.ORK/^MH£«Bimi^PUNTO 
IMPLEMENT. COiyKlWE ACTW5N W RESPONSE TO Mi C^BWAim VOO m DISCUSS THE OBJECTXW Oft ACTION WflH THE FDA REPRESWTATM® »Jf»»GT}i£ WSPECTIOM 
OR SUBMiT-mtSnfR^TKm TO FQA AT 7>€ ABC^E. IF HAVE ANV QUESDONB. Ptf^^ CONTACT FOA AT THE NUSER AND ADGR^ hSCNt 

OI^WG AN INSPECTON OFYOUft FIRM WE OSSERVEO; 

{.On iD/02/2012, weob^rved approximately eighty-three (83) vials out of a biacoDtaining 321 vials of methyipredoifioione 
acetate (preswvative free)80mg/inL from Lot W)8 102012® 51 (shipped to automerx between 8/i7/J2 -9/25/12 per Rrm 
distribution data), a sterile injectable drug, to contain what appeared to be greenish black foreign matter. Seventeen (17) vials 
from the same bio of methyiprednisoione acetate (preservative free) 80mg/mL were observed to coniBin what appeared to be 
white fitamemous materia]. 

The sterility umpie taken by the firm consisting of one Sml vial of bulk foniwlated methylpredoisolone acetate (preservative 
free) from lot 08 102012^51 resulted in a sterile result (lab analysis starred 8/14/12 and reponed ^8/12), However, the FDA 
analysis of FDA Sample 869396S, consisting of methylprednisoloae acetate (preservative free) SOrng/mL., t mL filled vials, from 
Lot #08 1020I2@5 1 collected from the firm, confirmed the presence of viable microbial growih in 50/50 vials tested. One vial 
examined miemscopically showed fungal morphologicoi featum. 


2. Atlhoa^ the formula worksheets state the raw maurials ore sterile, the Pharmacy Director stated that the firm uses non sterile 
active pharmaceutical ingredients (APIs) and raw materials, with the exception of sterile water for injection, to formulate 
injectoide suspensions including but not limiLed to FNcservoiive free methyiprednisolone acetate and triamcinolone. During the 
inspection, we observed that the labeling for the ntethylprednisoione API and additional raw materials did not indicate that they 
were sterile. Samples were collected for analysis of the non-steiiie API and 3 additional raw materials ised in (he formulaiiixi 
of methyiprednisolone acetate. The firm provided no documentotioft or evidence to support that the steam autoclave cycle used 
to sterilize suspensions formulated using non*sterile API and raw materials is efreN:iive. 


3. The firm's environmemol monitoring program yielded the following microbial isolates (bacteria and mold) within Clean 
Room 1 and Clean Room 2, used for the production of sterile drug products, between January 2012 and September 20 12. Finn 
personnel stated that the firm shuts off the air conditioning from 8;00 pm to 5:30 am nightly in the Cleon Room. 


Table #1: Surface Sam^des from ISO 6 (Class I.OOO) Rooms 



Alert 3 CFU 

Action: 5^ CFU 


Location 

Result 

Bacteria 

Result 

Mold 

Date 

Main Cleas Room 


CRBinl (polymyxin under 
SCUiOB 1) 

0 

1 

2/16/12 

■iFLR (near hood 5) 

10* 

2* 

2/23/12 

3FLft (near hood 3) 

3 

1 

3/8/12 


BUCK LINE 
ON 

ORIGINAL - 
NOT A 
REDACTION 


sse 

HEVEnSf 

OFTHiS 

PASe 


J 


DATE ISSUED 


1NSP€CT10NAL OeSERVATlONS 


Pag^ 1 o< 8 
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OISTfiSCT CW^FiCe AQORESS AMO PHCM^ NUM 
New En^^Distflct Office t MontvaieAvo.Ston^am. MA 02180 

ImSwtrylnform^CHT: www.fdi.ciov/ocAndusi 


OrVlOUAL TO WHOM REPORT !S ISSU 
TO; Barry J. Catkten. Owner 


FIRM NAME 

New England Compounding Pharmacy Inc., cVb/a New Errgland Compounding Center 


CITY, STATE AND ZiP CODE 

Fmmingham, MA 01702 


USTS C^eBVATTOf® MADE BY FOA RS-RESB^TATIVEPI W«Wi THE WS»«TKW OF YOUR FACILITY. THEY ARE INSreC^(»«.OeS€1WAUOKS, A«3 DO NOT 

A ftHM. fi/SSHd ^£T»»«A7K»I REOARSNO YLXm CCfi»)UMiCE. F YOU HAVE AN CS^CTION REQAROINQ AN OSSBWATION. OR HAVE naH.B^EN^0. PiMI TO 
EVFLS^KT. C0»^:nVE AC^ IN RESP04SE TO AN OaSERVATK^, YOUMIkY DISCUSS THE ORIEcnON OR ACRON WITH THE FQA E£Rt^NTA1WI^ tmiQ im 
OR SUBMIT TKS INFOfSMTION TO FQA AT THE AOTffiESS ASO^. F YOU HAVE ANY QUESTtOHS. Pt£A^ CONTACT FDA AT THE PHONE NtS^ER /U£l ADf^SS ABOVE 

DURINSAN il^>^T10NL^Y0UR WE OSSERVECh 


L 





Note; (•) indicates result over action levei; OG indicates over growth 
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□ EPAHTUENT OF HEALTH AND HUMAN SEHViCES 
FOOD AND DRUG AOWNiSTRATION 


j aSTBiCT OFFKS ADDRESS AND PHONE NUMBER 
NewEngisndC^^Oftics 1 Ave, Stonahem. MA 02180 


OATSjSJOf WS»ECTION 

IWt-a JW4-S. im. ims. and torzm? 

FEI NUMBER 



There was no invesiigation conducled by the Hnn when levels e;tceeded their action limits and there was no identifiCtttioA of the 
isolates. No documented corrective actions were taken to remove the microbial contamination (bacteria and mold) from the 
facility. 
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oiemiCT c»:f»ce aoobess ano pmone nuhf^ER 

New En^and Oistdet Office t Montvala Ave, Ston^r^, MA 0216Q 

HHHHIHHIIIi industiv informa&jn; www.fOa.oov/oci/inOustrv 


NAA« AND TtaEOFlNOIVEnjAl TO WHOM REPORT IS ISSUED | 

TO: Barry J. Caddsn, Owner j 

FIRM NAME 

New En^and Compounding Pharmacy irn:., cl^a New England Corr^KHjndfng Center 


CITY. STATE AND ZIP CODE 

Framingham. MA 01702 

HUliiliHII 

THIS OOOS^ USTSOBSERVATiOie IM0£ BY THE FOA r^ESENTATTI^fS) OURMQ THE WSPEChON OF YOUR FACaHY. THEY / 

tR£MSr%(nK>NM.C^5WATK»tS,ANO{»NOT { 


^T0UKAveiM0BJEClONREGAI)C»fflAN<BS^ATlC»i0RKft)£ilPt£ieNT{0.0RPUWr0 
lUAEKEin; CORRECITI^ ACTION « RESmNSE TO AN Q8SEWATXM UAV OSCISS T>C OS^OION on ACnON WIM nA f^l^SSENrATA^ T>£ 

OA SUEIi^TH» OffOniATK^N 10 FQA AT T>« fOOPSSS f>SOVi. IF YOU HAVE ANY OUESn^NS. n£ASC CONTACT FCM AT TIC PKIHl MASER ANOACOAESS ABOVE, 

DUnKGANir^CTIONOF YOUP FmVff C^RVEOc 

4. The environmeiHBl monttering (Nocedure requires sampling via personnel touch plates taken upon compleiton of sterile 
compounding and prior to cleaning. Records from January thru Sepicmbet 201 2 for Clean Room i and Cean Room 2 showed 
the following results inside poduction hoods; 


Table #1: Clean Room I and Clean Room 2 FaciUty Personnel Touch Plates 


Date 

Isotetca 

LocaHeii 

Produet 

1/.V12 

OO with bacteria 

Haritonla) 1 
(Qean Rocro 1} 

Avosth) 

4/12/12 

OG with bacteria 

IT/Hood3 
(Clean Room 1) 

Prodmi not 
liocumeMed 

6/15/12 

1 bacteria, 1 mold 

Horitontal 2A 
(Cleon Roms i) 

Ropiv/KetodEpt 

6«1/12 

2 bacteria 

Horiconaal R 
(Clean Room 2) 

Product not 
documented 

7/2/12 

plate OO with bacteria 

miBQnniiilili 

Product not 
documented 

7/19/ia 

1 bacteria. 2 molds 

mmgjmmsgmmm 

■HaSXSSanHl 

Mafentde Acewe 

7/31/12 

2 bacteria 


KOAudo/DSW 

8/16/12 

2 bacteria 


Ace 2016, Ped Atropine 


Note: 00 indicates over growth 


These results were not investigated and there was no idemiftcabon of the isolates. There were no product impact assessments 
petfonncd for any sterile prxsducts that were made in the hoods or giov^roies on the days the samples were taken. !n addition, 
the firm has no evidence that any corrective actions were taken to {wevem coniaminabon of the sterile drug products. 


5. The condtiioiu listed below were tdeiitified during the iospeetion in areas used for the preparatioa, liiling, and/or storage of 
sterile drugs products. 

» On 10/04/20 12, w^^|||jjj^^^dens8tion and whoi appeared to be taiuished discoloratitHi on the interior surfaces (e.g. 
chamber)of the 'jjljlllllHH^^ located in the Firm's Middle Room (ISO 7). This autoclave is used for (he 

steam steriiizatior^nonmilatra bulk drug suspensions, inciuding preservative free formulations of 
ntethylprednisoione and biamcinolone. which are intended for injection. Of note, this is the Fmet sterilizaison step in 
the process for these pitxhicts. 


8 





































133 


DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FCOD AND ORUOADMINtSTRATJON 







134 


DEPAHTMENTOF HEALTH AND HUMAN SERVICED 
FOOD AND ORIX) AOMtNISTRATtON 







135 


Barry Cadden and New England Compounding Center- 
Advisory Letter: dated — 9/30/2004 to Barry Cadden, 
RE Dkt. Nos. DS-03-060 & PH-03-070 
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MITT ROMNEY 
GOVERNOR ■ 

KSy^Y HEALEY 

UEffB^ANT GOVBIHOR 

RONALD PREffTON 
SECRETARY 

CHRISHNE C. FERGUSON 
COKHESIONER 


The Commonwealth of Massachusetts 
Executive Office of Health' and Human Services' 
Department of Public Health 
250 Washington Street, Boston, MA 021 08461 9 

Board of Registration in Pharmacy 
239 Causeway Street, 5^*’ Floor 
Boston, MA 02114 


September 30, 2004 ' 

Barry Cadden, R.Ph. 

Manager of Record 
New England Compounding Center 
697 Waverly Street 
Framingham, MA 01702 

Re: In the Matter of: ... 

In the matter of DS-03-060 and PH-03-070 New England Compounding Center 
(Permit'# 2348). . 

Dear Mr.. Cadden: 

The Board has voted to resolve the above-rp-ferennsrl oa.sRk hyinpan'; rif ieciiing 
an Advisory Letter to you and New England Compounding Center. Enclosed for your 
record is, a copy of the final decision letter is the above referenced matter. 

Please contact me. at (617) 727-S095ifyou have any questions regarding this matter. 


Sincerely, ■ 



.Charles R. S^&df%;5:Phj 
Executive Director. • 

Massachusetts Board of Registration in Pharmacy 
239 Causeway Street, Suite 6 
Boston, MA 02114 

Enclosure: Advisory.Di’smlssal Letter 
•Dated: September 30, 2004 
Board Decision ID Numben 
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The Commonwealth of Massachusetts 

Executive Office of Health and Human Services 
Department of Puhlic Health 


r'HTTRDMNH. 

O^VStNOR 

KSlflYHEAia' 
UHfTBW^r GOVERNOR 

RDfiALD PRESTON 

SECRETARY 

CHRIsnNE C; FERGUSON 

COMMJ^ONER, 


Board of RegistrgHon in PharTna,cy 
239 Causeway Street, S*" Floor 
Boston, MA 021 14 
-(617) 727-9953 


) 

) 

) 

) 

) • Docket No. DS-03-060' 

) PH-O3-070 

) ' • 

). 


ADVISORY LETTER 

The Board of Registration in Pharoia cv rBoardh receive-fi a complaint f rnm.a r- 

concemed Texas pharmacist about products being solicited by Barry Cadden, R.Ph., 
License No. 21239 fRegistranf} and New England Compounding Center, License No. 
2848 (the Pharmacy). The investigafion revealed thatthe solicitations were offering 
intravitreal triamcinolone acetonide and included promotional material and terminology 
in theadvertisements. 

The. Board has oarefulty reviewed the Invesflgath/e reports and often information 
provided by the parties regarding the Complaint. The Board deterrnined.on September 
21 , 2004, fte Complaint should be resolved by fta issuance of this Advisory Letter 
regarding the adverfising and solicitation of this product Although an Advisory Letter 
does not constitute discipllnaty aotlon,,thls letter does communicate the Board's 
concern regarding the conduct that was the basis for the Complaint The Board expects 
a dedicated cornpany response to insure'ftatfte factors contributing to the complairrts . 
are identified arid that appropriate quality assurance measures ate implemented to ■ 
red uce the risk of recurrence of this type of incident ■ , 

Please be advised that any failure of the Phamracy to comply with any of the 
terms or coriditlons of this Advisory Letter may be a basis for the Board to 
rftr.nnsider ihlsjnaitai:.aod-re opon tho -Demplamt: — — —— — — — 


in the Matter of: 

New Errgland Compounding 
Center . 

697 WqveTly Street 
Framingham, MA 01702 
Registration No. 2848 
& Bany Cadden, R.Ph. 
License No.21239 ■ 
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Gc: Cornpiainant 
Board Dec, No. 


BOARD OF REGISTRATION IN PHARMACY 





Devita, RPh., Presii 


Date: September SO; 2004 
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Barry Cadden and New England Compounding Center - 
Advisory Letter: dated — 9/30/2004, 

RE Dkt. Nos. DS-04-062 & SA-04-161 
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MITT ROMNEY ' 
GOMERNOR 

i®yiYKEALEY ' 
URfTSiANTGCJVERMm 

RONALD PRESTON 

SECRETARY 

HRI5TINE C. FERGUSON 
■ CDMMISSIONBI 


The Commonwealth of Massachusetts 

Executive Office of Health and Human Services 
Department of Public Health 


Board of Registration in Pharmacy 
239 Causeway Street, 6'*’ Floor 
Boston, MA 02114 
(617)727-9953 ' 


In the Matter of; 

. ) 


New England, Compounding 

■ ■ ) 


Center 

) 


6.97 Waveriy. Street 

> 


■Framingham, MA 01072 

) 

Docket No. DS-O4-062 

Registration No.-2848 .' 

)■ 

SA-04-161 

& Barry Cadden, R.Ph. 

) 


License No.21 239 , 

) 

■ ) 



ADVISORY LETTER 

— The . Boa rd of Re g ts t ration in Ph a rrea c y (rSoar d *) r e ceived - co tn'p iaint &f rom an - towa — 
pharmacist and Wisconsin Pharmatist sitting thatSany Cadden. R.Ph.. License No. 
21239 CRegistranf) and New England Compounding Center, License No'. 2848 (the 
Pharmacy) were soliciting out of state prescriptions for office use and using a form 
unapproved by the Department of Public Health and Board. 

The Board has carefully reviewed the Investigative reports and other informaflon 
provided by the parties regarding the Complaint. The Board determined on September 
'21 , 2004, the Complaint should be resolved by the issuance of this Advisory Letter 
regarding the filling offfie prescription in this matter: Although an Advisory Letter 
does not constitute disciplinary action, this letter does communicate the Board's 
concern regarding the conduct that was the basis for the Complaint. The Board expects 
a dedicated company response and empfoyee counseling where appropriate ta insure 
• that the factors contributing to the complaints are i^ntified and that appropriate quality 
aburanca measures are implemented to reduce the risk of recunenoo of this type of ... 
incident . 

The Board' also determined that to dose this matter.Whout fotmaf discipliriary action,' 

' the Pharmacy must within' thirty days of the date of this letter cease using the 
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“purported prescription form”, as it Is not cbmplfant with 1P5CMR § 7211030 ef 
seq and G.L. c< 112 § 12D.. 

Please be advised that any failure of the Pharmacy to coitipiywifh any of the 
temis or conditions of this Advisory Letter may be a basis for the Board to 
reconsider this matter and reopen the Complaint 


BOARD OF REGISTRATION iN PHARMACY 


Jalne^ T. Devfta, RlPh.,.Presidei|t 
Date; September 30, 2004 


cc: Complainant 
Board Dec. No. 
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Barry Cadden and New England Compounding Center- 
Advisory Letter: dated — 9/30/2004 - 
RE Dkt. Nos. DS-03-036 & PH-03-042 
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The Commonwealth of Massachusetts 
Executive Office of Health and .Human .Services 
Department of Public Health • 

250 Washington Street, Boston, MAt)2i08-46'19 

Board of Registration in Pharmacy 
239 Causeway Street, ■5*' Floor 
' ■ Boston, MA 021 14 


September. 30, 2004 

Barry Caclden, R-Ph. - . 

Manager of Record ' . 

New England 'Compounding Center . . 

■ 697 Waverly Street 
Framingham, MA 01702 

Re: (n the Matter of. ■ , 

In the matter of DS-03-036 and PH-034)42 - New England Compounding Center 
(Permit# 284B). 

Dear Mr.. Cadden: 




an Advisory Letter to you and New England Compouhding Center.' Enclosed for your 
record is a copy of the final decision letter is ttie above referenced matter. 

■ ■ Please contact me at (61 7) 727-6095.if you have any quesfions regarding this matter. 

Sincerely,' 


Charles R, YouBgtRPh) 

Execut've Director 

Massachusetts Board of Registration in Pharmacy 
239 Causeway Street, Suite 5 . 

Boston, MA 021 14 • 

Endosupe: Advisoiy Dismissal Letter 
Dated: September 30, 2004 . 

Board Decision ID Number 



MTTTtBOMNSr 

HWBiNOR 

raEfCTHEALEf 
UaTOlANT GOVEBfCR 

RONflUJ PRESTON 
. , SKSETARY 

OWISTOIEC FERGUSON 

OJhWl^RDNER 



ROMNEY 

GOVERNOR 

KERRY HEALEY 

UaroWNT GOVERNOR 

ftONAU? PRETON 
SECRETAJlY 

CHRISTINE C FERGUSON 
a»4MI5SIONER 


The Commonwealth of Massachusetts 

Executive Office of Health and Human Services 
■ Department of Public Health 

Board of Registration in Pharmacy • 

239 Causeway Street, 5'’' Floor 
Boston, MA 021 14 
{817)727*9953 


In the Matter of; 

) 


New England Compounding 

, ) ' 


Center ' .... 

■) 


697 Wave.riy Street 

) 


Framingham,' MA 01702 

) 

- Docket No. DS-03-036 

Registration No. 2848. 

) 

• PH-03-042 


&, Barry CadcJen, R.Ph. ' ) 

License No.2 1239 . ') 


) ' . • . 

ADVISORY LETTER 

The Board of Registration in Pharmacy rBoard-l mrsiyeri rRpnrfg fmm a cii r gra l r ent er 
in Rapid City, SD expressing concern about products being solicited by Bahy Cadden, 
R.Ph., License No. -21239 (“Reglstranf) and New England Compounding Center, 
License No. 2848 (the Pharmacy). The investigation revealed that the sdllcitaSons were 
out of state prescrfptions for office use and using’ a form linapprov^.by.the Deparffrient 
of Public Health and Board. • . ^ ' 

The Board has carefully reviewed the irtvestigative reports and other information 
provided by the parties regarding the CompIalnL The Board determined on September 
21 , 2004, the Complaint should be resolved by the issuance of this Advisory Letter 
regarding the filling of the prescription in this matter. Although an Advisory Letter 
doeq not constitrie disciplinary action, this letter does communicate the Board's 
concern regarding the conduct that was tiie basis for the Complaint The Board expects 
a dedicated company response and employee counseling where appropriate to ipsure ' 
that tha.factoFS contributing to the complaints are identified and that appropriate qualify 
assurance measures are Implemented to reduce the risk of recurrence of this type of 
• incident 
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“purported prescription form”, as itts not compliant with i 05CMR § 721 .030 et 
seq and G.L. c. 112 § 12D. 

Please be advised that any fallure of the Pharmacy to cofnplywith any of the 
terms or conditions of this Advisory Letter may be a basis for the Board to • 
reconsider this matter and reopen the Compiaint 


, BOARD OF REGISTRATION IN PHARMACY 






Janrte<lVO|ivita, R.Ph., President 
Date: September 30, 2004 


CK Complainant 
Board Dec. No. 
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OEPAATHENP Of HEALTH ADD HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 


CKSTRICTOFFCE ADCRSSS AND PKO^E 
One Montvoie Avenue 



[TYPE OF £STAaj^««NT B^Sf^CTED 

mncAindmE Phann^v 


FiRMNAAC 

l»!d ConuMHirdi]^ Phannecy, Inc. 


CITY, STATE fim ZS* CODE 

ham, MA 01702 


!XiFW4G AN MSPECnON OF YOUR FIRM (1) (WE) OBSERVED: 

1. Betamc&asoDe RqjosUoiy Injection (BetameOiasone Acetate and Betamethasone Sodium Pinsphate Suspension 6 mg/'ml), a 
pnxfoct which is intended m be sterile, is sao^led for sterility aiui endotoxin testii^ immediately after sterilizaticsi of the bulk 
coni|x}unded product in a ICKIO-ml beaker. Individual vials of Betamethasone Repository are not filled until detest results for 
sterility and endotoxin (pyrogen) are received from the contract testing laboratory, a process which can take up to one week after 
the sterilization and sampling of the bulk pmckict have occrirred. While laboratory test results are pending, &e lOOO-ml beaker 
aitd its contents are stored in the ftnn's laminaf flow hood. The only other measure taken during this pmod to preveot 
recoQtamination of the bulk suspension is the use of a covering of multiple layers of aluminum foil over ^ moudi of ftie beaker. 

2. The samples taken immediately after conq^ledoa of the autoclave sterilization cycle (134^ for 20 minutes) are not ^nesentalive 
of product that remains in the original 1000*ml beaker for up to one week past the time of aan^ling. 

3. Hie ftnn’s validation of the autoclave cycle does oot take into account the fact that the autoclaved bulk product is not trar^ftlled 
into a final container/closuie systrai (vials) for a period of up to one week. 

4. On at least one occasion, a lot number (Lot 02 01 2002@027) generated in the ftnn's computerized tect^d keeping system, 
for which no associated records could be retrieved. It cannot be determined whether 

- this lot was distributed and records covering its preparaKon were never created or are no longer in existence, or 

- the preparation of this lotnever (Hocecded.but no record ofits canceilation was entered in Ae recordkeeping system 


BSPLO-J^EtS) SfGNATUf^ 


1 InvestigatiKr 


jlSS& 

Jiance Officer 


FORM FDA483 (8/00) 


PREVIOUS EOrriON 08SCH.ETE 


IMSPECTIONAL OBSERVATIONS page I OF j 


CmM ^ P&C MMa Alto (»t)«4J.MW ^ 
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NEW ENGLAND COMPOUNDING PHARMACY INC. 

697 WAVERLY STREET 
FRAMINGHAM, MA 01702 

El 4/9,4/10,4/16/02 CDS/KJ/ML PAGE 1 


REASON FOR INSPECTION 

This investigation was initiated from HFD-330, Division of Prescription Drug 
Compliance and Surveillance. HFD-330 requests follow-up of 2 MedWatch 
Adverse Event Reports. The assignment was entered into FACTS urrder ID 
#298826 as a domestic investigation to be conducted under PAG 56D015. The 
assignment also requests working jointly with the Mass Board of Pharmacy. 

HISTORY 


There is no pgrvious investigational/inspectional history on file for New England 
Compounding (NEC) Pharmacy Inc., Framingham, MA 01702. Tlie Mass 
Pharmacy Board has inspected NEC in the past. 

SUMMARY OF FINDINGS 


This investigation of New England Compounding Pharmacy Inc., Framingham, 
MA 01702 revealed that the subject tot, 02012002@27 identified in MedWatch 
Forms, could not be traced through NEC Pharmacy records. The owner of NEC, 
Barry Cadden, R.Ph could offer no definitive explanation/or records. According 
to Mr. Cadden lot #02012002@27 did not exist. A review of the compounding 
operations was accomplished and areas of concern regarding sterility were 
discussed. An FD-483 was Issued regarding sterility issues and lack of lot 
accountability. 

The Mass Board of Pharmacy performed their own independent inspection whiie 
the FDA investigation was in progress. 

Note: Mass Board of Pharmacy was invited to participate by the FDA NWE-DO, 
per Headquarters' assignment. 

PERSONS INTERVIEWED/AREAS OF RESPONSIBILITY 

On 4/9/02 credentials were displayed and a Notice of Inspection was issued to 
Barry J. Cadden R.Ph, Owner & Director of the Pharmacy. 

Mr. Cadden coordinated all the information for this report. Mr, Cadden is the 
Owner of NEC. He identified his wife Lisa Cadden R.Ph as Vice President of 
NEC. Mrs. Cadden was Introduced on the second day of the inspection. 
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Mr. Cadden was informed that the purpose for the inspection was a follow-up to 
adverse events involving the compounded product Betamethasone 
acetate/tietamethasona sodium phosphate. (The drug was administered via an 
epidural injection in the adverse event reports.) Note: Per instruction from HFD- 
330, detailed information such as lot number & MedWatch Reporter was not 
shared with Mr. Cadden for confidentiality reasons.) 

Mr. Cadden stated there are 8 employees, three of whom are involved in 
compounding. Mr. Cadden is the only individual that compounds sterile product. 
NEC has been in business about 4 years. 

On the first day of inspection. Mr. Cadden was cooperative & supplied some 
documents. The second day of inspection, Mr. Cadden had a complete change 
in attitude & basically would not provide any additional information either by 
responding to questions or providing records. Mr. Cadden challenged FDA 
jurisdiction/authortty to be at his pharmacy. He indicated he had consulted with 
his lawyer. From that point on it was essentially “talk to my lawyer". 

JURSDICTION 

Section 704(a)(2)(^) of the Federal Food, Dmg, and Cosmetic Act describes the 
nature of FDA inspecttanal aJfhortty with regard to retail pharmacies. In 
particular, this section states that the “provisions of the second sentence of 
paragraph (1 ) shall not apply" to pharmacies operating In the retail capacity. The 
sentence being referred to is contained in Section 704(a)(1)(B). It provides the 
authority during factory inspections of firms tiiat manufacture, process, pack, or 
hold prescription and nonprescription human drugs an (restricted) devices for 
access to “records, flies, papers, processes, controls, and facilities' bearing on 
whether these products are in violation of the Act. In summary, our inspectional 
authority at pharmacies operating in a retail capacity consists of being able to: 

• enter, at reasonable times (Section 704(a)(1 )(A), and 

• inspect, at reasonable times, and within reasonable limits and in a 
reasonable manner (Section 704(a)(1)(b), the establishment and its 
equipment and operations 

However, the owner of the pharmacy is not obligated to ftimish records, as is 
normally the case w^en a facility that processes drug prcxfucts is being 
inspected. 
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On the first day of the inspection (April 9) we were allowed to review and were 
furnished with copies of records related to the compounding of Betamethasone 
Repository Injection. Later the same day, Mr. Cadden raised as an issue the 
precise nature of FDA’s authority to inspect retail pharmacies. However, at this 
time he did not express any reservations about having allowed us to review any 
of these records. 

However, it became clear, upon our return on the following morning, that Mr. 
Cadden had reconsidered this matter. He presented us with a printed copy of 
Title 21 of the United States Code, Section 374 (the codified version of Section 
704 of ttie Act) that he had apparently dovmloaded from the Internet 
(www4.law.corneII.edu/uscode/21/374.html), with paragraph (2)(A) of Section 
374 highlighted. Mr. Cadden stated that he was no longer willing to provide us 
with any additional records, unless we would identify the specific lot of 
Betamethasone Repository Injection that was thefocus of this investigation. 
Since we had been specifically directed by CSO H[||^|(CDER/OC/Diviston of 
Prescription Drug Compliance and Surveillance) not to divulge this lot number, 
we were rvot in a position to comply with Mr. Cadden's request. From this point 
on. no additional records were provided or collected. 

MEPWATCH ADVERSE EVENTS 

Per HFD-330 Assignment, 2 Adverse Events, reported through the MedWatch 
system were identified to the NWE-DO for follow-up. The information contained 
in these reports were not openly shared with NEC nor with Mass Board of 
Pharmacy. Both MedWatch reports were from the same Reporter and involved 
the same lot number of Betamethasone. 

Note: An inspection/subsequent action of a California Compounding Pharmacy 
for Betamethasone was revealed during a telecon with HFD-330 while the NEC 
investigation was in progress. (The information was not included with the NWE- 
DO assignment.) Very similar operational problems existed with the California 
Compounding Pharmacy that were encountered with NEC. The action for the 
California Compounding Pharmacy was taken by the State Pharmacy Board. 
See Attachments to this report for the FD-483 a^ State Board of Pharmacy, 
California Case #2427 Accusation. 

The NWE-DO FDA Investigators conducted the NEC MedWatch follow-up 
investigation by requesting a printout of the Betamethasone Compounded 
Product for the year 2002. The subject lot number was listed on this printout, i.e,, 
lot #02012(K32@27. See Exhibit #1 for this printout. 
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From this printout, lot #'s 02152002@10 and 02012002@27 were selected for 
review. Formula Worksheets for lot #02152002@10 were provided, see Exhibit 
#2. No records for lot #02012002@27, (the MedWatch lot number), were 
provided. Mr. Cadden indicated that there were no Compounding records for this 
lot. When he accessed the database, the only document generated was a 
Prescription log with a "date made", of 2/1/02 for 1000 ml. See Exhibit #3. 

Mr. Cadden expressed his belief that the Betamethasone was never 
compounded under lot #02012002@27. However he could not provide any 
documents to support his belief, such as a cancelled lot etc. 

Due to MedWatch confidentiality restrictions, the status of the subject lot could 
not be pursued via this avenue. 

Note: Complaint files are not maintained per se. Mr. Cadden stated that 
complaints are kept within a Customer file. FDA could not reveal the 
Complainant to Mr. Cadden. 

The FDA Investigators then contacted the MedWatch Reporter in an attempt to 
verify the existence of lot #02012002@27. The Reporter, " , 

: ’ ' was contacted 'by '^one. The 

contact person was identified to FDA as ' P • 

stated that a total of probably 5 incidents occurred after using subject 
Betamethasone on patients. The two more recent incidents were reported via 
MedWatch. Refer to MedWatch Reports for details. They are Assignment 
Attachments to this report. 

product remaining, all had been returned to NEC. He 
staled that he spoke to ‘Barry" by phone describing the incidents but did not tell 
him he was reporting adverse events on MedWatch Forms. 

reviewed his paperwork, including PO Invoice, Return Goods, but 
could not find any paperwork specifically identifying the subject lot. 

(B)m stated he would provide copies of these documents to the FDA NWE- 
DO. they were faxed the same day and hard copies would be mailed overnight. 
See Attachments for these records. Note: There is no lot number identified on 
any of the records provided by 

was asked specifically if FDA could share the MedWatch Reports with 
Mr. Cadden, said he would not want the information shared. 
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Note; A follow-up assignment at the (b)(B),(j))(7XC) (ocatbn should be 

considered if HFD-330 deems it appropriate. 

Due to jurisdictton/confidentiality restrictions, this FDA investigation could not 
proceed to any definitive resolution of is sues raised in the Headquarter’s 
assignment. MFO-330 Assignment contacts, ■||||||||^^[|[||^fcnd Kathy Anderson 
were fully informed of problems/barriers thaRer^encounfered throughout the 
inspection^NWE-DO Compliance Director, David Elder and NWE-DO Drug Si, 
■llllllllHB were also made aware of the situation. 

Prior to concluding the investigation, poor practices and areas of concern were 
discussed via Conference Call with HFD-330 and NWE-DO Management. The 
FDA Investigators were encouraged to issue an FD-483 to NEC, 

The FDA Investigators impressed upon HFD-330 and NWE-DO Management 
that due to Iknitations on information gathering and access to records, the FD- 
483 observations could not/would not be supported with documentation. The 
FDA Investigators were directed to issue the 483 (even in light of the lack of 
documentation). 

Jj^D^S^was f§xed to HFCW30 for review and comment prior to issuance. 

Kathy Anderson deleted 3 of the 7 Observations and modified 
one observation, (#5) by removing the lot number identification. 

A conference call involving NWE-DO lnvestiaafore^|F^3Mj||||||||B^ 

Kathy Anderson and CDER FOI Specialists 

was held on 4/15/02. FOI Specialists had no problem including the lot nuirber 
on the observation. This was based on the fact that the suspect lot number was 
never revealed to NEC as the suspect lot number on the MedWatch Form. 

The modified 483 was issued on 4/16/02 with 4 observations listed. Numbers 1- 
3 involved sterility issues. Observation 4 essentially described lack lot number 
accountability. Refer to List of Observations for details, an attachment to this 
report. 

OPERATIONS 

The firm Is a compounding pharmacy. The hours of operation are Monday 
through Friday 9 am to 5 pm. All information was obtained from Mr. and Mrs. 
Cadden. There are 8 employees total, including 2 Registered Pharmacists, 1 
data entry, 2 secretarial staff, and 3 pharmacy technicians. Pharmacists and 
Technidans receive Compounding Technique Certification (30 hours) from 
Professional .Compounding Centers of America (PCCA, Houston, Texas). 
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Formulations for compounding are obtained from PCCA. The firm's prescription 
software (PK Software) is from PCCA. Raw materials are obtained primarily from 
PCCA, with alternate source Spectrum (New Brunswick, NJ), Certificates of 
Analysis are provided with Spectrum products. COA’s were provided with PCCA 
products on request. See Exhibit #'s 4(a-b) for representative examples. Sterile 
compound product samples are sent to Analytical Research Labs (Oklahoma 
City, OK) for sterility and endotoxin testing. 

Medications are compounded pursuant to written/telephone/fax prescriptions 
from physicians/llcensed facilities. The firm deals directly with paCents, 
physicians and institutions. The firm states they fill patient specific prescriptions 
only, and that they have no wholesale functions. See Exhibit #5 for a 
representative Order Form. Mr. Cadden states that he is the only employee who 
compounds sterile products. 

mm R.Ph, from the Massachusetts Board of Pharmacy con ducted her 
own independent audit on the second FDA on-site inspection of 4/10. 
was made aware of our concems/findi ngs reg arding the Betame^sone 
Repository 6mg/ml injectable. Investigator ^^Bj^ccompanied HH|^|for a 
State general inspection. Additional findings included: 

1 ) Absence of DEA license on premises 

2) Absence of DEA Class 11 Narcotic inventory on premises 

3) Medication refrigerator contained employee beverages 

4) Medications (ketoprofen, specifically) are commonly transferred from large 
bulk container to smaller (ketoprofen) container for ease of dispensing 
(therefore medication would be transferred to smaller container with 
incorrect lot and expiration date). 

5) No reverse distributor for disposal of unused/unacceptable materials 

The firm compounds betamethasone product both with (multi-dose vial) and 
without (single dose vial) preservative. Limited information about the 
compounding process was obtained. Mr. Cadden states he uses a Log 
Formulation Worksheet (LFW) (Exhibit #2) which outlines the steps taken in 
compounding the betamethasone. We were denied a copy of the PCCA 
formulation used to derive the Log Formulation Worksheet (LFW). A copy of foe 
firm’s "Polides & Procedures for Compounding Sterile Products” was obtained 
(Exhibit #6). The medication name on this document is “hyaluronidase”, but Mr. 
Cadden claims this document applies to all sterile products. It outlines controls 
for the facility, equipment, maintenance, personnel, quality assurance/control, 
and dispensing. The lot in question from the MedWatch reports was tot 
#02012002@27, which contained preservative according to firm records. See 
Exhibit #1 for tot number printout. 
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Mr. Cadden states when compounding the product, be accesses die LFW in the 
computer. The computer assigns a lot number based on the date and order of 
compounding (i.e.: 02012002@27 would've been the 27'*' item entered in the 
computer for compounding on February 1, 2002). He then determines the 
quantity to compound and prints the LFW. The product Is made according to the 
quantities and directions on the LFW. The location where raw materials are 
mixed is unclear, Mr. Cadden stated that he then covered the mixture in the 
beaker with aluminum foil and placed it in the autoclave for 20 minutes at 134° 
(the autoclave is located outside of the clean room). Then he brings the 
compound to room temperature in the beaker on the magnetic stirrer (2-4 hours) 
due to the suspending agent. He then takes suspension from the beaker and 
transfers it to vials. The vials are labeled with self made computer labels. See 
Exhibit #7 for a representative example of a label. A samf^e is sent to ARL for 
sterility and endotoxin testing. Mr. Cadden states he waits for acceptable lab 
results before dispensing product, 

Mr. Cadden stated on/about 3/19/02 through 4/6/02 he received ARL results 
positive for endotoxin (greater than 100 ppb). See Exhibit #'s 8(a-d) for Test 
Results. He stated these lots (about 4 lots total) were awaiting disposal at his 
facility. After research, Mr. Cadden decided to change the suspending agent 
carboxy methyicellulose to polyglycol. After making a W on 4/6/02, Mr. Cadden 
stated he sent his samples to ARL, then left the product beaker covered with 
aluminum foil on the magnetic stirrer in the hood awaiting lab results, Mr. 
Cadden told us it could take anywhere from seven to fen days to obtain lab 
results. This beaker was observed in the laminar flow hood on 4/9/02. When 
questioned about this practice, Mr. Cadden stated he didn't want to waste the 
money on vials or the effort in transfilling the vials if the 4/6/02 tot failed testing. 
He stated he would transfill the vials upon receiving satisfectory lab results. It 
was discussed with Mr. Cadden that this was not an acceptable process for 
maintaining product sterility. Upon returning to the firm 4/10/02, the hood was 
clean and Mr. Cadden was asked the whereabouts of the 4/6/02 lot. He stated 
he received negative lab results the night before and had transfilled the tot into 
vials that morning. He accredited the positive endotoxins to the previous 
suspending agent. When asked if he had intentions of dispensing the lot. he sard 
yes. The FDA investigator suggested to Mr. Cadden that he retest the 4/6/02 tot 
again after transfilling the vials since the product sat in a beaker for 5 days before 
transfilHng into vials. The risks and impacts of non-sterile product to patients and 
his firm were discussed. Mr. Cadden agreed to retest the lot to confirm sferHity 
and lack of erxlotoxins. 
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AREAS OF CONCERN 

1) No accessible system for retrieving complaints/ADR reports. The firm 
claims that these documents are filed under patients or institutions, so 
they cannot be retrieved without that specific information. This prohibits 
the firm from identifying and tracking problems with individual medications 
or lot numbers. 

2) Beyond use dating not substantiated. Presen/ative and Preservative Free 
product both receive the same expiration date of six months. There is no 
indication as to why/how this date was chosen and if laboratory data 
confirms these expiration dates. 

3) Preservative vs. preservative free: The only label differentiation between 
the two is"*’*MDV‘'**” and TF". 

4) Batch formula worksheets contain expired products. Mr. Cadden states 
they use in date materials, but pn±)abty have not updated their computer 
with correct lot numbers and dates, if raw materials were to be recalled, 
the firm would have trouble recalling their correct products since it is not 
apparent whpt lots are used for compounding medications. 

5) Recordkeeping poor, lot numbers exist with no prescriptions linked as 
being dispensed. This would again prohibit tim^y recall of product to 
patients. 

6) Positive endotoxin source still definitively unknown. 

7) Non-sterile laminar flow hood environment; On the first day of the 
investigation, the clean room was observed. The laminar flow hood 
contained a beaker covered with aluminum foil on a magnetic stirrer. To 
the left of the beaker sat two-three bags of vial caps. To the right of the 
beaker sat a plastic (Rubbermaid-like) tray with miscellaneous items. 
When asked about this practice. Mr. Cadden acknowledged that there 
were unsterile items placed in the hood, but that he tried to wfoe them 
down with alcohol before placing them inside the hood. 

8) Autoclave: there Is no SOP in place for use of or maintenance of the 
autoclave. Mrs. Cadden says the machine is ''cleaned/flushed" weekly on 
Friday night. There is no documentation to support this statement, which 
was also noted by the state representative. 
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ASSIGNMENT QUESTIONS 

The following represents information gathered to address specific questions 
included in the assignment. (Refer to the Assignment for the list of questions.) 
The information is supplied in the same sequence as the questions are asked in 
the assignment. 

#1 This question is to be answered by the Mass Board of Pharmacy. 

#2 yes 

#3 •they sometimes have a week's worth of product on hand 
•1000 ml compounded 
•dispension timeframe varies 

#4 no, supposedly they do not sell wholesale 

#5 •they do not dispense directly to patients 

•yes, they provide to institutional pharmacy for dispensing to patients 

•they dispense 200/300 EU’s per month 
•about 50% out of state 

#7 see EIR 

#8 not provided 

#9 refer to EIR, some COA's on file 

#1 0 no formal written complaint system 

Supposedly complaints are kept within a Customer File. 

DISCUSSION WITH MANAGEMENT 

At the conclusion of inspection, an FD-483 List of Observations was issued to 
Bar ry J. Cadden, R. Ph, Director of Pharmacy&Owner of NEC. Also present 
was|^^^|^^^^dministrative Assistant. t^^^^Hwas present on 4/10/02 
and at the closing on 4/16/02. Essentially ^^^^^^Ipresence was as ‘note 
taker". 

All 3 FDA Investigators were present. The Observations included: 
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Observation #1 Betamethasone Repository Injection (Betametiiasone 
Acetate and Betamethasone Sodium Phosphate 
Suspension 6 mg/ml, a product which is intended to be 
sterile. Is sampled for sterility and endotoxin testing 
immediately after sterilization of the bulk compounded 
product in 1000*ml beaker. Individual vials of 
Betamethasone Repository are not filled until the test 
results for sterility and endotoxin (pyrr^en) are received 
from the contract testing laboratory, a process which 
can take up to one week after the sterilization and 
sampling of the bulk product have occurred. While 
laboratory test results are pending, the 1000-ml beaker 
and its contents are stored In the firm's laminar flow 
hood. The only other measure taken during this period 
to prevent recontamination of the bulk suspension Is the 
use of a covering of multiple layers of aluminum foil 
over the mouth of the beaker. 

In response to item #1 , Mr. Cadden stated it was not his usual practice to wait for 
up to one week before filling individual vlais. He stated the practice of transfliling 
the vials normally occurs within.a_few hours after autoclaving, once cooling of the 
beaker with product mixture is complete. He stated the delay (of up to one week) 
in transfilling only occurred during the period in which product samples were 
testing positive for endotoxin, and it was for that reason he did not want to 
transfill the vials unless the sample received satisfactory laboratory analysis. It 
was explained to Mr, Cadden that these observations were discussed with him 
during the investigation, but Mr. Cadden declined to provide documentation 
showing this was not his normal practice. Mr. Cadden also stated that the 
beaker with product witnessed by FDA investigators actually didn’t contoin the 
betamethasone repository. Mr. Cadden was reminded of the contradictory 
information he provided to the investigators during the investigation. 

Observation #2 The samples taken immediately after completion of the 
autoclave sterilization cycle (134° for 20 minutes) are not 
representative of product that remains In the original 
1000-ml beaker for up to one week past the time of 
sampling. 

In response to item #2, Mr. Cadden stated it was incorrect because item #1 was 
incorrect per above. 
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Observation #3 The firm's validation of the autoclave cycle does not 
take Into account the fact that the autoclaved bulk 
product Is not transfliled into a final container/closure 
system (vials) for a period of up to one week. 

In response to item #3, Mr. Cadden stated it was incorrect because item #1 was 
incorrect per above. 

Observation #4 On at least one occasion, a lot number (Lot 
02012002@27) was generated in the firm's computerized 
recordkeeping system, for which no associated records 
could be retrieved. It cannot be determined whether 

• this tot was distributed and records covering its 
preparation were never created or are no longer in 
existence, or 

• the preparation of this lot never proceeded, but no 
record of its cancellation was entered into the 
recordkeeping system 

See Exhibit #’s 1 and 3 to support this observation. 

In response to item #4, Mr. Cadden stated he agreed with this observation. He 
also stated that of the two possibilities, he agreed with the latter the most. 

Mr. Cadden indicated he would consider a written response to the 483 
Observations but was basically non-committal. 

The inspection was concluded. 

This investigative report was prepared by ail 3 FDA Consumer Safety Officers. 
Primary responsibility for Headings included; 

|||||■|||^^^■■■l|MedWatch Section 
^^^^^^^■O^rations Section 

Compliance Officer, Jurisdiction Section 
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EXHIBITS 

#1 2002 Betamethasone lot number Printout 

#2 Representative Formula Worksheet 

#3 Prescription Log, 1 page 

#4 Certificates of Analysis 

(a) Spectrum 

(b) PCCA 

#5 Representative Order Form 

#6 Policies & Procedures, Sterile Products 

#7 Representative Vial label 

#8 ARL Results 

(a) #21119 (c) #21178 

(b) #21162 (d) #21179 

ATTACHMENTS 

FD-482 Notice of Inspection 

FD-483 List of Observations 

FACTS Assignment ID #298826 

HFD-330 Assignment dated 4/4/02 

HFD-330 FAX dated 4/9/02, IS'pages 

Related MedWatch Information sent to NWE-DO from Reporter 


US FDA NWE-DO 



US FDA NWE-DO 

CD»KJ/MUk4:^/19.22,23.24/02 a:/NECPI.EIR 



US FDA NWE-DO 


Distribution: 

0: EIH, Exhibits, Attachments to New England Compounding Pharmacy 

FEI 3Q03623877 

cc! EIR, Exhibits, Attachments to HFD-330^Att|uJ|||J||P(B[ 
cc: £IK only. Compliance Bfancii, Attn: HHMHHBIB 
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MDPH-bivEsion of Hasith Professions Licensure 
INVESnSATtOM REPORT 

Page 1 of 10 


Licensee Name: 


Docket No, 


New England Compounding Center 
And 

Barry Cadden 


DS 03 055 


PH 03 066 


Priority Code: 2 ' Received by DHPL: ynfUXS 


-Investigator Name: Leslie S. Doyle, Compliance Officer 
iSupervisorNanie:- ' fJeah Pontikair Director 
SECTION i: Dernographics and History 


1. Name of Ucensee/Respondent; 
Barry Cadden 


2. Address of Record: 


Docket Opened: ^12/03 

Asagned: ^12/C8 


3. Phone Nuniber(s}: 


, , ■ Cell; (!VA) 


4. Ucensee/Respondent bate of Birth; 


Business: (50B> 820 0605 


5. License Type 8i No.: ' PH 2123? Current Status: ■ C Erqj. Date: 12/31/04 

6. Prior Discipline (explain); 

Both pharmadstand pharmacy have prior complaint history - the specifics are stated below. 


7. OrtgtnaJ Date of Issuance: 

DS - New England Compounding Center lssued’7/16/1998 
F>H - Barry Cadden - Manager of record issued 10/9/1990 

B. Recofil.of Standing attached: X Yes 

Ifnotv complete ftEtn 9 below; ■ ■ 

9. . NameofEducadottal Institution Attended: 


DS2848 
PH 21239 


Untveisily of Rhode Island 
Date of Graduation: 1990 
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MDPH'Dtvisio’n of Health Professions Licensure 
INVESnOATTON REPORT 
Page 2 of 10 

Licence Narhe: Docket No. 

New England Compounding Center DS 03 055 

And 

. Barry Cadden PH 03 066 

B. OTHER MASSACHUSETTS LICENSES HELD : 

1. Professfon/Trade: NA 

2. License No. Current Status: Exp. Date: 

V -3. P^x^jsdpline (eqilaiFi): . ' , 

4i Certified Documentation Attached D Yes X No 

C. NON-MASSACHUSETTS UCEMSES HELD : 

1. Profession / Trade; Pharma9r licenses are heH in all but four states throughput 

the United States. 

2. Uoerise No. Current Status: Exp. Date: 

3. Prior Discipline (es^lain): 

4. Certified Documentatian Attached □ Yes X No . 

D. UCENSEE'S EMPLOYMENT INFORMATTON: 

1. Current Employen New England Compounding Center 

2. Address: S97 WavertySl. framingham, Ma 01702 

3. Telephone Number: (508) 820 0^6 

E. COhiPLAINTT HISTORY: 

Companion Complaints: (list docket numbers, allegaBons, status, and disposition) ' 

Drug Store Prior Historv and outcome: 

2IXi21211ds036 - Board complaint - aflegatlons: unprofessional conduct (3CE) pending board dedsiorr - 
2/28/03 

2C)032026ds060 - Consumer complaint - (Marsh) ailegadons: failure to arSiete to standards of practice 
PCE) pending board dedston 4/1/03 . 
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MDPH-Divfsion of HealWi Professions Ocensure 
INVESncATlON REPORT 
Page 3 of 10 


licensee Name; 


Docket No, 


New England Compounding Center 
And 

Barry Cadden 

Pharmacist Cadden prfor history and outcome; 

i9990330ph06&- Board complaint allEgaHons: violation of CMR 247 secHonr 9.01(3) (JDC). Informal - 
■ Reprimand issued for supplying prescriptions blanks to pracSb'onere, dismissed lyi/O/ffi ■ 

200212ilph042 - Board complaint - allegations; unprofessbnai conduct, (ICE) - pending board decision, 
2/28/03 ^ . 

26030226phb70 - Consumer complaint - (Marsh) allegaOons; feilure to adhere to standards of ptadJce - 
(ICE) pending board decision, 4/11/03 

- PEnding/Reiated Complaints: (list docket numbers, allegations, status, and disposition) 

See above as stated 

Criminal Offender Records Information Check (CORI) been performed? O Yes ' X No 
Indude certified copies of judgments , l 

SECTION il; Interviews, CompJainaht Info & Index of Materials/Documents 


A. INTERVIEWS CONDUCTEP: List below and Include labeled interview notes in case-file 



^11 
























B. WITNESSES NOT AVAILABIE FOR INTERVIEW ; Document attempts In case file 


Individuals 

Contact Information 
(bhone, address, business) 


1. 



2. ■ 



3. 




DS03 055 
PH &3 066 
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MDPH-Drvision of Health Profesaons Licensure 
INVESTIGATION RHPOCT 
Page 4 of 10 


Licensee Name: 


Dot^C No., 


New England Compounding Center 
And 

Barry Cadden 


DS03 055 


PH 03 066 


A. NAME OF COMPLAINANT: 


B., ADDRESS: 


Mass. Board of Regstradon in Phartnacy 

239 Causeway SL Suite 500 - Boston, MA 021t4-- 


C. PHONE NO! (617) .727 9953 CELL PHONE: ( n/a) 


of presentation in the fife 

ITEM A: Complaint 
ITEM C: tompiatnt history 
ITEM E; NECC response to allegations 
ITEM Gi NECC pap Procedures 
, ITEM D FDA Letter to Board 


Si Label documents/ materials as noted belovy in ord^ 

• ITEM B: R^rd of standing 
ITEM D: List of Concerns / DHHS/FDA 
ITEM Fi Air Analysis 
ITEM H: NECC re^rra to FDA . > ' 

ITEM 3: Copy of y20/20M Compliance .i- 
Inspedioh. 


SECTION III; Investigation Summary 

A. Allegation of Complaint : give nature code and summarize the allegations: 

Complaints as referenced in docket nutnbers DS 03-055 and PH 03 066 were filed by the Mass; 
Board of Registration against New^land Compounding Center, and Bany Caddetv Manager of 
neojrd for die fadlity, based on te' failure to adhere to standards of pradice.fbr compounding _ 
presaf;Sldns. Spirally, the pharmacy and phannadst engaged In unprofesdonal conduct as 
exhibited by; feillng to fdilow guidailnes, sterility procedures, record keying requirements, batch 
, r^ids, failing to provide cerdScates of analysis, proof of Sterility te^'i^; Endofcodn.test tesults, 
batch nuidbets and prescriptions upon request 


Facility or Business Type: 
• Name: 

Address: 
f’hone No; 

Contact Person; 
Contact's Titla: ■ 


Phamnacy - Compounding’ Pharmacy 
New England Compounding Cent^ 
697 Wavfefty St Framingham, Ma 01702 
508 820 0606 
Barry Cadden 
Manager of Record 
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Page s of 10 

Licensee Name: Docket No, 


New England Compounding Center ps 03 055 . 

And 

Barry Cariden . PH 03 066 

1 , Licensee's Supervisor fifapplicabie give name): not applicable 
■Phone No: N/A 

C. Attorney of Racora ■ 

1. Name of Attorney; 

Attorney 3ohn Jamkln . 

<■ n „ ■ Attorney lefF Gibbs 
Attorney Paul- Orel 
Hyman, Phelps, McNamara 

For FDA concerns: 

■ Attorney Douglas' B Farquhar 202 737 5600 

2. Name of Firm: 

3. Address; 

4. Phone Nos. 

D. Answer of Respondent fsuramarfze licensee's response to allegalions); 

. '■ Uqensee denied the allegations and has sutaitted copies of policy and procedures along with 
oorrecOve measures. ' , . . 

E. ■ InvestigatorOs AcHviaes and Finfiinqs: 

Describe in narrative format - who, whaL where, when, and why agd indude dtatioris to laws and 
regulations when applicable to the ease. 

THe Mass. Board of Registiab'on in Pharmacy has filed a complaint against New England Compounding Center 
(NECC) and Barry Cadden, Manager of record, as It relates to the slanrbrds and piocedures,stErility, record 
keeping, certificiES of anafysb, sterility tesSng, Endotoxin te^ results, compound fom^^n^ and.batch. 
records' for product compounded ^ su(di|reconds’cbuld riot be produced and .matEhed iip to dispens^ 
prtooipaons. . 

Based on a confWentia! report sutanltfed on a Med. i^fetch form to the District Office of .the FrxxJ and Drug 
Admlnfetratton (FDA) in Stoneham, It is alle^ that NECC compounded B^ameUiasoneRepoatory tojectlon 
Bmg/ml. pursuant to patjerrt specific prescriptlotw, and delivery to an unnamed mer^ca! fedlity where the 
medicattoti was administered to patientfs). It fe alleged that the pabentfs) had an adverse event after the 
admjiilstratton of this compound^ drug. In both Instances the dnrg was prepared by New England 
Compounding Center. 

During fte compounding and preparation process at NECC lot numbers were assigned to the pnaduct Mr. ■ 
Cariden could not produce an accouritabilliy of the product compounded. The RJA was ooncerred regarding a 
'spedfic date the Batch of Betamethasone Repository 6mg/ml was mmpouhded. The error was first reported in 
March 2002. The unnamed fec^ conducted sterBity and Endtitodn tests on the product prepared by NECC, 
the results indicated a poative'test for Endotoxin. 


617 9M 2501 
20 - 2 - 737 '%# 
617-371 1025 
202 737 5600 
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- . MDPH-Division of Health Profe^ions Licensure 

WEsnaAiioN report 

Page 6 of 10 

UcenteeName: Docket No. 


New England Compounding^ Center DS03 055 

And - ' 

Banv Cadden PH 03 066 

Mr. C^den explained thafat the Bme of preparaticn, lot numbers were assigned to each patient teweveg 
upon requ^ to review sisdi documentation Mr. Cadden could not provide records for the lot nunirer identified 
by FDA. Mr. Cadden stated While the lot number was genaatel, the medication was net dispensed. However, 
there was no notation to indicate such and, further no prescriptive records could be provided, nor could.eny. 
certificates of analysis, Endotoxin test results, sterility test remits, procedures on aseptic techniques or records 
-indicaling training of staff vras provided. - . .. ■ r-.-. 

When asked-to describe his coinpouriding process fbr the Betamethasone Repository Injedion 6mg./ml. Mr. . 
Cadden stated he us^ .Sodium CarboxymethylCEllulosB, as an suspending agent . After the suspending agent 
was added the prodtret was placed in the IV hood located in the IV toorh to cool for up to 4 hours. A srripJe is 
taken and sent to the test lab (AnalyUc Research Lab B40 Research Parkway, #546 Okiahoma City Oklahoma ' 
73104.) Testing may take up to seven days, and during this time the product remained in the-hood capped with 
foil. 

Mr. Cadden also stated the medication was being administered via the epidnral route, a.non-appnwed roirte'of 
administration. In response to this incident;.' NECC changed the suspending agent to. Polyglycol. 



In February, 2003, Mr., Cadden responded to the ail^aHohs with corrective measures In February 2003 Slating 
that he hirexi a consultant to develop' policy and procedures. (Mr. Eric Brennan). AB technicians are now 
certified arid registered with the Board of Pharmacy.' All staff receives tra'ming from Pharmacy Compounding ' 
Center of America (PCCA) in Te^atbsrSbf month of employmenL In addition: 

■ 1) All chemicals purchased are in date; beyond use dates are inducted on each formulation. All 
products are ordered from FDA registered fadlliles. 

2) Pepk provides formulations for compounding. 

3) -.Certifjeate of analysis for all chemicals are now kept on site. 

.'4) Analytical tests results are obtained and kept oti Sltei. 

5) Ug sheets are current and up to date tefteiing product narhe, active ingredients, expiratibn dates,' 
manufiacturer W numbeis, phamiacy lot numbers, narhe of patient, and Rx manba-. Brpected yield 
will be Included’ on all log sheets for each compounded product All prescriptions can be traergd 
back to a tot number thus enabling the pharmacist to trace product in the event of an adverse 
evert or recaB. 

6) ' Policy, and prrxadures are on site, and employees read and sign a statement of understanding. 

- 7)' Ratidom samples are routinely coltected and sent to an independent lab for dEriltty, and Endotodn 

(pyiogenlcity) testihg. RKnatnder lots are placed in a quarantine area l.e.: rrfngeiator ff.needed, 
p^ng test results. Products of same lot are not re-tested In future. Samples are cbOected and 
rrticroblal tests are completed to ensure the products are stetlle. Each bulk lot of sterile end 

products must be tested for Senle Endotoxin, and fungal growth '5y an Independent lab. 

8) NEgc has implemented an aseptic process validation protoorl simtlar to LSP 254JFZ1 < 1211 
(NEQj-SOP 7.20). . . ■ , ■ 

- 9) When product becomes outdated, ft Is placed in a designated .area until it can be ctelroyed. 

10) NECC has obtained the ssivices cf a DEA reverse distributer. 
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Licensee Name: Docket Na 


11) NECC dtgjensK wd prepares products for compounding pursuant to a valid patferit prescrijiJon' 

■ obtained from a prescriter, and reduced to wrSiiig on an approved prescripScwr Hank... 

. 12) In January 2003 NECC changed to a Class 10 Miooenvfronment for preparation of a!) sterile 
ptoducte/lrijedables. Autoclaves are used to stenibe products and vlato • • 

13) NECC did condiKt the recall requested by the FDA both In wrSJng and by means of tdephone 

communication qri 2/14/03; . 

14) Sterilized vials are purdiasad from an outekte vei^r. Rubber stoppers are rinsed' in sterile water to 

. remove parliculatE matter and toen autodaved accorcEng'to SOP. .. 

15) SOP for weighing balances has been developed and printouts are attached to tog shecfc. 

.16) Formulation .logs Include ocaminadon of end product for dosune, integrity, color, darity, and 

■ presence of ylsjble foreign parbdes. . , 

17) DorSmenS&H of ’calrbrations of a Baxa Repeater Pump and rrialntenance of all mecKBilr^.’ri'^-'" ■" 
equipment Js now tocated In SOP and are. in effect . 

16) SOP's are in pl^ for sterile and nonrsterile compounded product 

19) sop's are In place for oomplaints and fof 'tiactclng of complaints. ' - 

-. 20) All USP and NF guidelines are fojlowed. ■ 

21) NECC uses NABP's Model Rules, adheres to CMR 247, FDA 795 (noJ^ sterile products), 1206/797 " 
(sterile prDducfs)-and Chapter 460.200.; ‘ . 

.Describe descumentatlon/facts that support allegations! 

In April, 2002, the Board had the follotving Concemsr . ' ' 

1) Pharmacy continues to rctouce to writing otdets on bulk order forms arid'Oot on • 

approved prescription blanks. An Issue previously addresed with Mr. Cadden. 

2) ■ Batch logs are not Initialed or signed by technicians preparing the compound. 

3^ Expiration dates are not current on the batrdi logs. '(Mr. CSdden stated that the . 

er^'lrattons dates upon receipt of the product'wrere entered Into the computer howpver, •' 

' theywerenbtupdatBdUpohfilllngoftheprescilptibns.) 

4) . On some occasions wholesalers would not fomishcErtitote of analysis. ' , . ! 

5) Calculadaos perfomied by technldans were not documented on the presofptloaand no 
phamadst verification 'documentation' to ensure the calculaBons vrere accurate. ■ 

6) Prescriptions are not filed in a timely manner. 

7) Perp^al inventory for control substances schedule n performed every 30 days.- ■' 

8) Copies of DEA Ucenses-are not kept at the pharmacy, but at the licensee's home. 

9) copies of CMR 247 not on kxatran, Kennlarinventoiy not available for review, 
tecJinidans Were not wearing name badges. 

■10) Pharmacy did not have a reyerSe disbibutor for recalled and / or out of. date product 
11) Pharmacy had no written documenlatlon that tachriidans review technUan rules and ; 
tegulatiohs as they relate to CMR 247, or, any fecilly policy and procedure as .the/- tti/ate 
■ ' to compounding, or registration exams. 

In October, 2002, Board had the following oonoarns: FDA tovestigators informed the Mass. Board of 
Pharmacy that a second- Inddent involving NBX occurred. The compounded product was Identlfl^ as 
Methypr^nisolone Ac^te. 
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Uransee Name! . 


Docket No, 


?4ew England Compounding Center 
Arid 

Barry Cadden . 


DS 03 055 


PH 03 066 


In February, 2003, the Board bad the foDcwing concerns; 

, ; - 1) Batch ic^arenpt initialed or Sgned by technidaris preparing the compound. 

2) &pirati6n Bate are not current on the batch logi (Mr. Qsdden stated that the sq^tion ■ 
dates upph^needptof the , product were entered inte the computer however, they were 
not updated when filling of the ptesoipBdns.) 

3) On some occasions wholesalers would not furnish certificate of analysis, sterility teting, 

Endotadn tetresults,' and batch, numbers, and CD^es0opd!i^:pmscriptions could .■nopb^ ■ 
provided. ,■ . ' . I ; ‘ - 

4) Prescription are- not filed in a timely manner, . ■ ■ - 

3) . Perpetual inventory 'fbr control substances schedule n is performed every 30 davs. 

Describe any tnfdrrriab'on Learned or submitted that does not support the allegations: 

Food and Drug Administration IrivesBgators agreed that England Compounding was not manufacturing-, 
any product . ' ; . ' 

Describe any information requested and not received:. 

AH docufnenlaSon requested from Mr. Cadden as'part of this invsttigation has been providt^. - 

DescriBe any exhibits not in case file (radiographs, tapes, etc.). Describe location and wiBi whom. 
N/A 

List Other state/federal or municipal agencies Involved or also investigating this rase and . 
indude contact information (name, address, telephone no.) 

Food and Dru g-Administration - StDneh3 m, MA j|MIBte^WHI;'JWBBBWW~invEstgatDr,MB 
SHHHI ttimpliancs officer, compliance officer, phamiatist ' 

F. In your opinion shoald case go to Medical Error Triage? QVes xONo 

Explain; 

G. Summary of atleged violations of regulation/ statutes: 

OrtR 247 9.01 (3) - prescription pads 

CMR 247 9.01 (14) - perpdual Inventory ' 

CMRIOS 721.032 -presoiplionblanks ' • ’ 

USP and ASHP guld^nes ' // f'X / ■ 

IHVESnGATOR5IGNATU ^/|i 7 DATE ' ^ 2004 

SUPERVISOR SIGMATUR E DATE 
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Licensee Name; Docket No. 


New England Compounding Center DS 03 055 
Arid 

Barry Cadden PH 03 066 


STAFF RECOMMENDATION: Pre-Board Staff Review Date: 

Dismissal without prejudice 
Di'^lssal with prejudice 
- ’ No^NoSalioh ■ 

Lack cf Sufficient Evidence 
Advisory Letter 

— • Stayed Probation term: 

Continuing Education Revocation term: 

Offiar Voluntary surrender Non-dlsdpilnary Agreement . 

Notes: 

Based on this pharmacy's history as It relates to prior concerns of the Board ag^ts 1999, It.ls this fnvestyator's 
opinion that a fbrtnal reprimand ^uld be Issaed. At this time Febniary 20,2004>a re-inspeetjon of the pharmacy - 

Iridicated that the corredive measures are In place and have been follow^ through as stated In Mr. Cadden's response to 
the Board. ■ ' ' 

*ltnl:iHf:f^^***tt***itf*-*f*X9^tift*^**********1t****1c**ile*ii***9**:*tif*9**'************_ 

BOARD'S Dedston/Recommendadon: Board Meeting Date: 

Dismissal Formal Reprimand 

Dismissal without prejudice ensure 

Df^lssal with prejudice Summary Suspensicm 

No Violation 

Suspension tefin: 

Lack of Suffideht Evidence 

■ Advisory Letter Probation term; 

Continuing Education Sayed Probation term: 

Revocation term: 

0^ Voluntary Surrender 

Not^ 


•-XX Formal Reprimand 
Censure 

Summary Suspension 
;^ijsj>e‘ni^ntenii:' - 

Probation term;' 
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Licensee Name; Docket No. 


Votes: 

«******»**»***3:***«.***#**;*»«********»****»*****43l:*i(:*»:»!(t***»«***»»*t»»»**« 

DISPOSmON OF CASE; 

Refer to Board Counsel Date: 

Tieter to Prosetutlon Date: 


Otoer 
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department of health and human services j 

FOOD AND CmUG AOMINtSTRATlON | 


DISTRICT OFFKX «?Ci«£SS AND NUMBER 

OATEtSjtriNSPECTiON 

One Nontvak Avenue, 4‘^ Floor 

10/24, J2/I2&18/02, 1/14-15/03, 2/ia'03 

Ston^am^^. 02 1 80 

FEi NUMaER 


300362387? 


HAME Ah® rmf Of fK!DM3UAL TO WHOV RIPORT (S I^UED 


TO: Bmy }. Ciddea, Director of Pharmacy 


FlfU4NANE 

STREET AODRFSS 

New Et^landCaoqsoanding Center 

697 Waveriy Street 

errr . stat e a» 2 »» code 

TYPE OF ESTABUSatMENT IK SPECTEO 

Framiiigh8m.MA 01702 

Phstmacy 

1 DURING AN WSFECTK^ OF YOUR FIRM 1 OBSERVfcO: i 


; Tte betew oteervations ptatain to drug products that pereoancl prepare at your firm for which you claim are jtcrile (for 
; example, injections) and are pi epa red in anckipatiou of s prescriplion. 

1 . For tfe preparsUoQ of slerDe drug products dtsuibuted by yotir Finn (such as Ibose intended for injection), there is no 
adequate docamentation available (o verify tlsat they meet set standards (such as specificalions and/or USP Mm^s if at^licable) 
;t the time they are distributed or for the shelf life (expiration dating period) of these products. This includes the otecncc of 
dooimentaHoa to verify dte following: 

A. Persomel perfoiming preparBiioa steps are not ctudaminaiing the rmisbed products. 

B. WorlspBcee are cieimed * nd sanitized to preveut product cootanunaltan. 

C. Equifuiest etrd mpplses entering the product prepatvtkm area are decontamioated/cleaiied to prevent product 
contaminaiios, 

D. The environment in the area where the fUUng aad cloriog operations are performed is adequate to prev^t product 
coDtenunatiocfttLisineludesthe lack of documentation perfeioing toeovixoamoml mcmilormg in the hnroediate area while 
product is CKposed fo the otvirooment, such as during fdling and prior to container closure). 

E. AU Butochive sterilization processes are suitable for tite cteriUzatioB of drug product pirpantion equipmeat and 
conqsoDents (wbldi include* viel stoppers and buTIr prodncl). Some ccan^les are:- 

a. ordocumentarioD to verify that all critical processing paranteters and procedures being used are ^propriatc hi 
ensuring lhatfinal products meet all stendbrds (such as stenlity); this inchides, cteriltzation tisoe. temperature, size and nature 
ofkiad, and duusber badiiig configuretton. 

b. JR^ords do not state tlte actual ahica! parameters used ^ring processing. 

c. Lack of documentation to verily (hai tht autoclave itself is msintemed and cahbrated to parfoim its inlesded fdoeiion. 

H. The autoclave process used on bulk drug products does not have an effect cm stability or product specifications. 


F. The transfer ofhulk drug product ajid equipment frran the autoclave (after it went through an autoclave process) from 
one ro^ to aDOther room in which fiirthci- preparation steps are performed in a laminai air Dow workbench, is not introducing 
eontamisatioQ iDto the finitdied product. 

Q. AU coiT^teienia, including drug substances, vials, siid rubber stoppers, meet set standards making them suitable for their 
IntcDtkd use. This iricludes dmt componcuis and process water arc not contaniinatisg fiQisbcJ products. 

K. Equipment used to measure the amouot oriugredicQis/eompcneotsarc calibrated and nuintained to perf^ru their 
intended htnedon. 

I. Testing procedures and sampling procedures being perfoimed for all drug products arc representative of the 
lots/batcfaei being tested. 

J. That for each preparation of a batch of sterile products there has been appropriate laboratcuy 

determination of conforinity wth purity, stw^S^irility, and non-pyiogenicity, in accordance with estabtisbed written 
KpecsfiCBtioss and policies. 

K. Preperatioo steps are being performed in a correct manner since batch record preparation instructions are lacking significant 
preparetioQ steps, which bcludes mixing procedures. 

L. Final coniamers are capable of niaiiitalniDg product integrity (i.«. ideiHiiy, siraigth, quality, and purity) throughout 
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DEPARTMENT OF HEALTH AJ40 HUMAN SERVICES 
FOOD AND DRUG ADMJN^STRATtON 


DISTRICT C^RCe ADDRESS AND PHONE NUMBER 

One Mofttvale Avav», 4*^ Floor 

Stoneham, MA 02180 

DATE<S)0FJN5P6CT»0N 

10/24, 12/i2&18^2, 1/I4.15/Q3, 2/10/03 

FB NUMBER 

3003623877 

1 NAME Am TfUE OF INDrVIOUAL TO WHOM REPORT tS ISSUED 

I TO: Barry J. Cadden, Director of Pharmacy 

i FIRM NAME 

New England Compounding Center 

STREET ADDRESS | 

697 Wavcjly Street | 

errv, STATE AND ZP CX)D£ 

Framingham, MA 01702 

TYPE OF ESTAnuSHMENT iNS^ECTED ! 

Pharmacy j 


the sicif life of ihe product. 


M AQ drug products prepared and packaged at your site meet speciticatioiu and US? lindts (if applicable) for tbe 
expiration dating period assigned. According to documentation and your siateinenfs» ajl drug products are assigned an 
expiration date of 60 days if they do not contain a preservative, three months if they are not filtered, and 6 months if drey are 
fillered. No data was available for any of your prc^ucts pr^ared at your firm to support these expiration date peiiode. 

Is addition, for s21 of the items above there were no wjineu procedures available pertaining to the performance of diese duties 
and proceuea. 

2. There aie no written pr,ocedures pertaming to the handing of complaints, nor does 
your film maintain a complaint file. 

3. There was no documentation available for the handling and disposition of leports of patient problems, emt^rhists, 
adverse drug TeactioQS» drug imducl or device defects, and other advetae events rootled. For example, aficr a medical facility 
reported adverse events associated with 1ot0S3J2002@16, your ftixn conducted a recall of iiqectable steroid products and 
unplemeoted shcffter er^iration dates auduse ofpre-ste.nUzed vials. You stated you have no doctimeDtation available 
pertaining to »o investigation being petfomied for this and otberieUted lots which shows that adequate fttllow-up action was 
taken. 


'lOYEEtSl name and 7 


SEE 

REVERSE 
Of THIS 
PAGE 



FORM FPA (B/BO) PREVlOLkS HOITION 


IMSPECTIOMAl OBSERVATIONSr 


miEJSSUED 

I 


PAGE 2 OF 2 PAGES 


rnHiBn^am MA DI7(J2 

p IMAte.2/,o.(,3KM*'DAr) 
AtUcteno,!# M Page 2 ^ 
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The observations of objectionable conditions and practices listed on the front of this 
form are reported: 

1 , Pursuant to Section 704(b) of the Federal Food, Drug and Cosmetic Act, or 

•u 

2. To assist firms inspected in complying with the Acts and regidations enforced by 
the Food and Drug Administration. 


Section 704ib) of the Federal Food, Drug, and CostTietlc Act (21 DSC 374lbii 
provides: 

"Upon completion of any such inspection of a factory, warehouse, consulting 
laboratory, or other establishment, artd prior to leaving the prwnises, the officer or 
employee making the inspection shall give to the owner, operator, or agettt in charge 
a report in writing setting forth any conditions or practices observed by him which, in 
his judgement, indicate that any food, drug, device, or cosmetic in such 
establishment (1) consists in whole or in part of any filthy, putrid, or decomposed 
substance, or (2| has been prepared, pecked, or held under insanitary conifltions 
whereby it may have become contaminated with filth, or whereby it mey have been 
rendered injurious to health. A copy of such report shalt be sent promptly to the 
Sscretary.” 



New England CemfBHinding Center 
FranMnghain M A 017D2 
y 10 / 24102 - 2/1 OTIS kM I/O AD 






Footnotes 
72 - 73 , 82 
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Food and Drug Administration Establishment Inspection Report 

Date Assigned; I2'i7'2002 Inspection Start Date: 10/24/2002 Inspection End Dale:02'10/2003 

Firm Name & Address: New Engiand Compounding Center , 697 WaverJy Street Framingham, MA 01 720 US 
Firm Mailing Address: 

FEI: 3003623877 JD^TA: 13 County: MIDDLESEX Est Size: 0 - 24.999 

Phone:||||||||||||^^ District: N^^'DO ProHled: No 

Conveyance Type: % Interstate: Inspeoional Responsibilily; 


Endorsement 

SUMMARY : This inspection covered the firm's compcnrnding processes fox sterile injectable steroid products which included the 
following; raeLhylprednisolone acetate and betamethasone repository (betamethasone sodium pliosphaie and betamethasone acetate). 
The MABP accompanied us during most of the inspection at the request ofHFM-330, 

The current inspection involved sampling of NECC products fi’om within the New York and New England District areas. Sample 
results revealed that the firm has sterility and potency issues with injectable steroid suspensions (betamethasone repositoiy USP and 
melhylprednisolone acetate USP). 

On 2/10/03, at the close of this inspection, on FDA-483, Inspectional Observations, was issued to BairyCadden, R.Ph. The FDA 483 
Observations pertained to the following: 1 ) inadequate documentation to verify sterile drug products di.itributed meet set standards 
(such as specifications and/or USP limits if applicable) or the assigned shelf life, 2) failure to maintain complaint files, including 
written procedures pertaining to the handling of complainis, and 3) lack of documentation for the reported adverse events associated 
with lot 05312002@i6 of methyiprednisolone acetate which includes handling and disposition of reports of patient problems, 
complaints, adverse drug reactions, and drug product or device defects. 


(SEE CONTINUATION SHEET for Reason for Inspection, History, and Voluntary Corrections) 

CLASSIFICATION: OAI; referral to Massachusetts State Board of Phannacy. Recommend firm be prohibited from manufacturing 
until they can demonstrate ability to make product reproducibly and depertdably. If stale is unwilling to take action, recommend fimt 
be enjoined for GMP deficiencies. 


DISTRIBUTION: 

Orig: CF 

C/S &EIR: FMD-145, MA Bd Pharm thru Compi Br for FOI clearance 
C/S &483; WSB, Souza 

CC (C/S, EIR, 483, EXH & ATTCH): MCL, HFM-330 (Kathy Anderson) 
Eodorsement Location: NWE-DO CF 

Inspector Name Date & Time cf Signature Superviso^^me 

■ 03/07/2003 06:49 AM ET ||||MHH|||H 

03/07/2003 ET 

03/06/2003 01:08 PM ET 
03/06/2003 12:46 PM ET 
03/06/2003 08:46 AM ET 
03/05/2003 02:50 PM ET 


Date & Time of Signature 

03/07/2003 05:36 PM ET 
03/07/2003 05:30 PM ET 
ET 
ET 
ET 


ET 


Date: 10/10/2012 


Page: I of 6 
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Food and Drug Administration Establishment Inspection Report 

FEI:3003623877 Inspection Start Date; ia'24a002 Inspection End Dale: 02/10/2003 

Firm Name & Address; New England Compounding Center , 697 Waverly Street Framingham, MA 01720 US 

Related Firm FEI: Name & Address of Related Firm: 


Registration Type 
There are no Registration Types 


Registration Dates 


Establishment Type 
M Manufacturer 

M Manufacturer 

District Use Code: 


Industry Code 

60 Human and Animal Drugs 

64 Human and Animal Drugs 


Date: 10/10/2012 


Page; 2 of 6 
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Food and Drug Administration Estabiishment Inspection Report 


FEI: 3003623877 Inspection Start Datet i0<'24/2002 Inspection End Date: 02 10 2003 

Firm Name & Address: New England Compounding Center, 697 Wavcriy Street Framinghain, MA 01720 US 


Products Covered 

Product Code EstType 
64 L C K 07 Manufacturer 

64 L C K 45 Manufacturer 


Additkina! Product 

Description Description 

Betamethasone Sodium Phosphate (Glucocorticoid); Human - in amber vial 
Rx/Singlfc ingredient; Sterile Liquid 

Methyjpi'ednisolone Acetate (Glucocorticoid); Human - in amber vial 

Rx/Sing3e Ingredient; Sterile Liquid 


Assignees Accomplishment Hours 


Employee Name Position Class Hours Credited To PAC Establishment Type Process Hours 

■ INV NWE-DO 56D0I5 Manufacturer 64 L C K 200 

INV NWE-DO 56DOI5 Manufaemrer 64 L C K 35 

0 

INV NV^'E-DO 56002 Manufacturer 64 L C K 20 

INV NV,'E-DO° 56002 Mamifacnirer 64 L C K 15 

Total Hours: 270 


Date: 30/10/2012 


Page: 4 of 6 
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Food and RrugxVdministrarion Establishment Inspection Report 


FEI: 30Q3623877 Inspection Start Date: 10/24/2002 Inspection End Date:02/30/2003 

Firm Name & Address: New England Compounding Center , 697 Waverly Street Framingham, MA 01720 US 


Inspection Result 

EIR Location Trips Num 

NWE-DO CF 

Inspection Summary 

REASON FOR INSPECTION; The investigation of New England Compounding Center (NECC) was conducted in response to an 
assignment (dated 8/2 02) received from HFM-330, Office of Compliance, Division of Prescription Drug Compliance and 
Surveillance, Center for Dmg Evaluation and Rweaich. The investigation was done in accordance with HFM-33Q 
assignment'guidance and CPG 460.200 (Phannacy Compounding). A limited inspection was perfonned which included covering 
aseptic processing procedures used at NECC. Sections of the cuirent IJSP were used as a reference. 

FACTS #332851. 

The initial assignment requested an investigation to obtain information regarding three MedWatch report associated with the use of 
methylprednisolone acetate pre.scrvaiive free 80mg/m! that was compounded by NECC in May of 2002. Per supervisory request, ibis 
assignment was changed to conduct an inspection during December 2002. The HFM-330 assignment requested answers to the 
following questions: I) have any other patients experienced adverse events from die compounded product and 2) has the phannacy 
conducted follow up to determine whether there is a problem with the compounded product. 

HISTORY: The last FDA inspection ofNECC was in April 2002. The inspection was classified VAl and a FDA-4S3 (List of 
Observations) was issued to Mr. Cadden citing sterility issues and lack, of lot accountability. The practices that were cited on the 
previous FDA 483 were not in place and therefore the concclion of these items was not an issue. 

VOLUNTARY CORRECTIONS: n/a 


Date: 10/10/2012 


Page: 5 of 6 
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Food and Drug Administration Establishment Inspection Report 

FEI: 3003623877 Inspection Start Date: 10/24^002 Inspection End Date: 02'i0''2003 

Firm Name & Address: New England Compounding Center , 697 Waveriy Street Framingham, M A 01 720 US 

IB Suggested Actions 

Action Remarks 


Referrals 

OrgName Mail Code Remarks 


Refusals 

o 

Inspection Refusals: 


Samples Collected 

Sample Number 
167876 
167877 
169126 
169127 
169128 
369129 
169130 
169131 
169132 
169133 
208553 

FDA 4S3 Responses 


Recall Numbers 

Recall Number 


483 Issued?: Y 483 Location: NWE-DO CF 


Related Complaints 

Consumer Complaint Number 


Response Response 

Response Type Mode Date Response Summary 

Further review needed Letter 02/26/2003 Response outlined corrective actions; referred to MA State Bd of 

Pharmacy. 


Date: 10/10/2012 


Page: 6 of 6 
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F ootnotes 
49 - 65 , 83 
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New Engiand Compounding Center 

697 Waverly Street -• FACTS #332851 

Framingham, MA 01 702 KMJ/DAD 


FBI# 3003623877 
El Start: 10/24/02 
El End: 2/10/03 


SUMMARY 


The investigation of New Engiand Compounding Center (NECC) was conducted in 
response to an assignment (dated 8/2/02) received from HFM-330, OfBce of Compliance, 
Division of Prescription Drug Compliance and Surveillance, Center for Drug Evaluation 
and Research. The investigation was done in accordance with HFM-330 
assignment/guidance and CPG 460.200 (Pharmacy Compounding). A limited inspection 
was performed which included covering aseptic processing procedures used at NECC. 
Sections of the current USP wer^ used as a reference. 

The initial assignment requested an investigation to obtain infonnation regarding three 
MedWatch reports associated with the use of niethylprednisolone acetate preservative 
fiee 80mg/ml that was compounded by NECC in May of 2002. Per supervisory request, 
this assignment was changed to conduct an inspection during December 2002. The 
HFM-330 assignment requested answers to the following questions: 1) have any other- 
patients experienced adverse events from the compounded product and 2) has the 
pharmacy conducted follow up to determine whether there is a problem with the 
compounded product. 


The last FDA inspection of NECC was in April 2002. The inspection was classified VAI 
and a FDA-483 (List of Observations) was issued to Mr. Cadden citing stadlity issues 
and lack of lot accountability. The practices that were cited on the previous FDA 483 
were not in place and there forig, the correction of these items was not an issue. 


On 10/24/02, Investigator j^dshowed credentials, and issued an FDA 482, Notice of 
Inspection (including the attachment Resources for FDA Regulated Businesses), to Barry 
J. Cadden, Owne r and Direaor of Pharmacy. On 10/24/02 Inv. was accompanied 
of the Massachusetts Board of Pharmacy (MABP). On 12/12/02 FDA 


by 

Credentials w ere shown, 
Investigators 
accompanied 
Surveyor, from the MABP. 
the firm accompanied by| 



-nd FDA 482 was 
On 12/12/02 Inv. 

ivestigator, and 

On 12/18/02 Investigators 
On 1/14/03 Inv' 


issue d to Mr. Cadden by 
rere 
Assurance 
[•etumed to 
[showed credentials, 



and iswi^ai^pA 482 to Mr. Cadden for the purpose of sample collection. On 1/15/03 


I showed credentials, and issued another FDA 482 to 

Educationa^^ordmator^Uhe purpose of picking up a sample of vial caps. On 2/10/03 
Inv. showed cfedentials, and they issued another FDA 482, 

since they had not been at the firm for about three weeks. 


This inspection covered the firm6s compounding processes for sterile injectable steroid 
products which included the following: methylprednisolone acetate and betamethasone 
repository (betamethasone sodium phosphate and betamethasone acetate). The MABP 
accompanied us during most of the inspection at the request of HFM-330. 
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New England Conipounding Center 

697 Waverly Street FACTS #33285 1 

Framingham, MA 01702 KMJ/DAD 


FBI# 3003623877 
BI Start; 10/24/02 
BIEnd: 2/10/03 


The current inspection involved sampling of NECC products from within the New York 
and New England District areas. Sample results revealed that the firm has potency issues 
with injectable steroid suspensions (betamethasone repository USP and 
methylprednisolone acetate USP). 

On 2/10/03, at the close of this inspection, an FDA-483, Inspectional Observations, was 
issued to Barry Cadden, R.Ph. The FDA 483 Observations pertained to the following: 1) 
inadequate documentation to verify sterile drug products distributed meet set standards 
(such as specifications and/or USP limits if applicable) or the assigned shelf life, 2) 
failure to maintain complaint files, including written procedures pertaining to the 
handling of complaints, and 3) lack of documentation for the reported adverse events 
associated with lot 05312002@i6 of methylprednisolone acetate which includes handling 
and disposition of reports of patient problems, complaints, adverse drug reactions, and 
drug product or device defects. 


ADMINISTRATIVE DATA 

Post inspection correspondence should be sent to Barry Cadden R.Ph., Director of 
Pharmacy, at the below address. 


Inspected Firm: 
Location: 

Phone: 

FAX: 

Mailing Address: 


New England Compounding Center 
697 Waverly Street 



Framingham, MA 01702 


Dates of Inspection; 
Days in the Facility: 
Participants: 


10/24/02, 12/I2&18/02, 1/14-15/02,2/10/03 

^^^^^^^^^kvestigator 

Investigator 


The EIR was written 



FIRM INFORMATION 


Pertaining to key firm personnel and their responsibilities no significant changes were 
made since the previous April 2002 inspection (see April 2002 EIR). 

NECC holds a restricted license in tile state of Massachusetts to operate as a 
compounding pharmacy. Essentially, MABP permits NECC to dispense only 
compounded pharmaceutical products. This is the second joint FDA and MABP 
investigation of the firm; the first was in April 2002 and was also a CDER assignment 
initiated by MedWatch complaints about the firm’s betamethasone rqiository injectable 
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New England Compounding Center 

697 Waverly Street FACTS #332851 

Framingham, MA 01702 KMJ/DAD 


FBI# 3003623877 
El Start: 10/24/02 
El End: 2/10/03 


product. Please refer to the April 2002 EIR for the firm’s hours and organizational 
structure. The MABP was present during the April 2002 investigation at the request of 
the FDA NWE-DO office per HFM-330 assignment. 

On April 1 6, 2002 an FDA-483 was issued to Mr. Cadden citing sterility issues pertaining 
to the transfilling practices for betamethasone repository injection. Lot accountability 
was also cited for incomplete computerized record keeping of generated lot numbers, 
Mr. Cadden stated there is no lag in the transfilling time as noted in the 4/16/02 FDA- 
483. We were unable to verify this since compounding was not observed during this 
inspection. This inspection was classified VAI. No regulatory activities occurred as a 
result of the April 2002 inspection. 

Since the April 2002 inspection, there have been significant changes to NECC’s 
operations. One change is the acquisition of space previously occupied by a neighboring 
store. This space approximately doubled the firm’s square footage which is currently 
being used for office space and a reception area, Mr. Cadden stated he now employs 
approximately twelve people in the following roles: 2 Pharmacists. 4 Pharmacy 
Technicians, 1 Bookkeeper. 2 Customer Service, 1 Receptionist and 2 Salespeople. He 
stated that the firm’s employees make calls to out-of-state physicians and medical 
facilities and also maintain a web site. 

Another change since the April 2002 inspection is the renovation of a previous reception 
area to accommodate the firm’s new Class 10 hood. At the FDA inspectional closeout on 
2/10/03, it was confirmed that the new hood is installed and certified. Mr. Cadden stated 
the new hood is not in use yet while he is awaiting the approval of the MABP. 

NECC is planning on marketing and selling compounded products in all 50 U.S. states 
per Mr. Cadden. He stated he is in the process of applying to each state in order to do so. 
Currently he estimated he has permission to do so from approximately 13 states, though 
he could not recall which specific states. Mr. Cadden stated his firm employs individuals 
that telephone and/or send correspondence to prospective customers (physicians and 
medical facilities) found on the internet or in telephone books, He stated this is done to 
find prospective in-state and out-of-state customers. He also stated that he intends to 
have a representative from his firm travel the state of Massachusetts to promote the firm’s 
services to potential customers. The firm also maintains a web site which advertises the 
firm’s services and contains downloadable order forms. Mr. Cadden stated the NECC 
web site does not accept orders on-line. 

COORDINATION WITH MASSACHUSETTS STATE BOARD OF PHARMACY 

The Massachusetts Board of Pharmacy (MABP) provided three representatives who were 
eacl^resent intermittently throughout the inspection . ’The representative 3 wereJ|||||||B 
Supervisory Investigator, |H|||||||H Investigator, and 
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New England Compounding Center FBI# 3003623877 

697 Waverly Street FACTS #33285 1 El Start; 1 0/24/02 

Framingham, MA 01702 KMJ/DAD El End: 2/10/03 


Quality Assurance Suiweyor. To Facilitate the sharing of information witli MABP, one of 
the MedWatch complainajits was contacted regarding directly reporting tire adverse 
events to the MABP. MABP representatives were present throughout the majority of the 
inspection, which further facilitated MABP and FDA communications. 

In early 2002 the MABP designated a committee to formulate compounding regulations 
for the State. Currently these regulations are under review by MABP. MABP anticipates 
implementing these new regulations sometime in 2003. Mr. Cadden is a member of the 
committee assigned by MABP. 

Correspondence to the MABP should be sent to the following address: 

The Commonwealth of i^assachusetts 
Division of Professional Licensure 
Office of Investigations 


MEDWATCH COMPLAINTS 


This investigation was conducted per the HFM-330 assignment issued to the New 
England District Office. The assignment requested the collection of information and 
samples of NECC products in association with MedWatch complaints. Three MedWatch 
reports were received by the FDA detailing adverse events that occurred in two patients 
in July 2002 at the '' - r ' W(8K05)fW^. SeeAttachmeut#! for 

the in^-330 assignment and three MedWafeh reports. In the MedWatch reports, the 
complainant attributed the adverse reactions to a compounded methylprednisolone 
acetate preservative- free 80mg/ml injectable prepared by NECC in May 2002. The 
MedWatch complaints were reported by a physician and the Chief Pharmacist at #9(6), 
The Chief Pharmacist and Quality Supervisor from j W were both contacted reg^lS^ 
the MedWatch reports and events surrounding the adverse reactions. 

On 9/30/02, |||||HIHHI^P<3he with (he Chief Pharmacist ; M He stated that after the 
adverse reactions occurred, he instracted his staff to remove all the methylprednisolone 
acetate injectable with the affected lot number from the hospital floors. The collected 
vials were then turned over to the hospital’s Quality Assurance personnel. The 
MedWatch report from the pharmacist stated samples were available. 

On 9/4/02, 1 l/l/02&3/3/0^BHBB®Poke with Quality Supervisor at 

On 9/4/02, BHIHii confirm^ with (t»)(B). (hlFXC) that samples were available. 
®)f8).W(D(C) stated that she had received the unused vials from the pharmacy department. 
Arrangements were made with the FDA New York District to collect the sample vials 

(b)(6).tb)(7) 
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New England Compounding Center FEl# 3003623877 

697 Waverly Street FACTS #33285! El Start: 10/24/02 

Framingham, MA 01702 K/MJ/DAD El End: 2/10/03 


{b)(S),(b!{7KC) a^,le jo describe the adverse events and surrounding incidents. She 
stated tliat both patients were given injections on same lot 

(05312002@16) and both experienced pain and headache and were hospitalized with 
meningitis-like symptoms. Both patients received antibiotic therapy. Cultures of both 
patients’ cerebrospinal fluid (CSF) were negative. Since both patients were on antibiotic 
therapy, the CSF cultures woul^ be negative regardless of microbial growth prior to 
treatment. Tb){B>. (b) FKC) did not have a hard copy of the CSF results. Both patients fully 
recovered. (N (0). tfc) (tKC) confirmed the route of administration for both patients was 
intrathecal. One injection was intended as intrathecal and tlie other was unintended 
intrathecal (misplacement of needle into an unintended adjacent space). 

One of the MedWatch reports slated the vials tested positive for gram negative 
organisms. Attached as Exhibit #1 is tlie fax from Tb) (6).(b)f7XC) reporting results of the 
vial testing performed by The lab results show initially there was growth (gram 

negative rods), but after 8 weeks incubation there was no growth seen. (BXW.WCTKC) 
stated she believes the vial tested was from lot 05312002@16 and that the lab results are 
under one of the patient’s names, but she believes it was the vial tested, not patient fluids 
(ie., not cerebrospinal fluid). Since they are single-dose vials, the actual vials used on the 
affected patients were discarded and could not be located. 

When asked about actions taken by (b)(e), (b).TOC) stated she first contacted Mr. 

Cadden at NECC to make him aware oitne adverse events. She stated she spoke with Mr. 
Cadden on/about 7/23/02. She stated she does not believe returned any of the vials 
to NECC. She believes they were all retained for FDA sampling and hospital 
investigative purposes. After the adverse events occurred, a hospital committee 
(including infectious disease and anesthesiology) looked into possible causes and 
determined, for lack of another “answer, that the adverse events were caused by the 
compounded product from NECC. 

SAMPLE COLLECTION BY FDA NYK DISTRICT: SEPTEMBER 9, 2002 

A sample (FACTS 193610) was collected on 9/12/2002 by the New York District. The 
sample consisted of sixteen (16) vials of methylprednisolone acetate preservative-free 
(80mg/ml) injectable with “same lot number suspected for causing adverse reactions” in 
MedWatch reports. The sample was sent fb FDA NRL for sterility and endotoxin testing. 
NRL was unable to perform the sample analysis until 4 days after the compounded 
product’s expiration date. See ASSachraent #2 for the collection report, 

NOTE: The NRL reported the vials coUeeted at 0>) yrae from tot 05t902@I5, a different lot than the 
MedWatch reports. A NWE-DO Compliance Officer^ipoke mih ' TO TO/TOW, Quality Supervisor at TO 
' ■, on 12/12/02. surprised that the lot sampled by FDA a! TO iws 

than the lot indicated in the MedWatch reports. This issue was not resolved in their phone i^hversati&n . ' 


On 12/1 1/02, the NRL re ported positive results for sterility (gram negative organisms). 
On 1 2/1 2/02 Investigators IHHlKlHBHlvisited the firm to notify Mr. Cadden of 


5 



192 


New England Compounding Center FBI# 3003623877 

697 Waveily Street FACTS #33285 1 El Start: 1 0/24/02 

Framingham, MA 01702 KMJ/DAD El End: 2/10/03 


the positive sterility results found upon analysis of his compounded product (see below 
for fill! description of firm visit). 

On 12/18/02, NRL reported that the organisms were identified as Burkholderia cepacia 
and Sphinogomonas paucimobilis. The following is an NRL Pharmaceutical 
Microbiologist’s description of the organisms found in sample 193610; 

“Description of each bacterium; 

Burkholderia cepacia - Burkholderia are aerobic, non-spore-forming, gram- 
negative rods which are straight or curved. This type of bacteria are environmental 
organisms found in water, in soil, and on plants including fruits and 
vegetables.”Because of their ability to survive in aqueous environments, these 
organisms have become particularly problematic in the hospital environment”. “The 
genus Burkholderia contains two organisms fi’equently encountered as human 
pathogens, B. pseudomallei and B. cepacia”.”B. c. is well recognized as a nosocomial 
pathogen causing infections associated with contaminated equipment, medications, 
and disinfectants including povidone-iodine and benzalkonium chloride”. “B.c. is 
emerging as an important gathogen in two patient populations with genetic diseases, 
Cystic fibrosis, and chronic granulomatous disease” 

Sphinogomonas Daucimobllls- This group of bacteria is also an aerobic non spore 
forming , gram -negative rod. “The new genus Spingomonas was created for die 
organism formerly taown as Pseudomonas paucimobilis and CDC Ilk-l . The genus 
Sphingomonas presently contain 16 species, but only S. paucimobilis , which is 
designated the type species,-is important clinically. Colonies grown on blood agar 
medium are yellow pigmented 'and slowly growing, with only small colonies 
observed after 24 hr of incubaiion. S.a. is widely distributed in the environment, 
including water, and has been isolated from a variety of clinical specimens, including 
blood, cerebrospinal fluid, peritoneal fluid, urine, wounds, vagina, and cervix and 
fiom hospital environment" 

The source of the reference information was obtained from the Manual of Clinical 
Microbiology, 7"' edition, 1999, published by the American Society for 
Microbiology”. 


Please refer to the following table for a description of NYK district samples collected 
and the subsequent NRL results. 


SAMPLE 

PRQDUCT 

LOT 

QTY 

Exp 

F^suite 

193610 

Methyipnedisotona AC 
(PF) BOMG/ML INJ 

Q519^2@16 

16 

11/15/02 

1/14= SphingmiOFms 
fismimorms 

4/14= Burkholdefia cepecia 


VISIT TO FIRM! OCTOBER 24. 20Q2 


to the firm. Ms. 
At that time she 


MABP Supervisory Investigator 


accompanied 


[presented Mr. Cadden with a formal request for intormahon 
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infoniied Mr. Cadden that a copy of his response would be provided to the FDA. Please 
see Exhibit #2 for the State’s request for information and NECC written response. 

Mr. Cadden stated he was telephoned by an employee from (*’5 to notify him of the 
adverse reactions that were reported to MedWatch. He did not li^^e the employee name, 
but did email that information to me the following day (Exhibit #3). «>)te),(t>){7XC) 

Quality Supervisor at M notified Mr. Cadden about the adverse reactions associated 
with methylprednisolone acetate. Mr. Cadden staled (bXBJ.thHtKC) told him the adveise 
reactions were due to “administration errors” since tlie injections were administered 
intraihecally. The medication is not FDA approved for intrathecal administration. Mr. 
Cadden slated that the hospital had returned vials of the affected product to the firm and 
that NECC sent a sample of the returned product to its contract laboratory (Analytical 
Research Laboratories, Oklahoma City, OK (ARL) for testing. I viewed the l^oralory 
results (received by lab on 8/20/02 and reported on 8/22/02). The results reported on 
8/22/02 bard copy were negative for “endotoxin content and microbial contamination”. 1 
then viewed the initial ARL results (received by lab on 6/19/02 and reported on 6/20/02) 
for the affected lot, 05312002@16, which were negative for “endotoxin content and 
microbial contamination”. See Exhibit #4 for supporting documentation. 

The following information was also obtained from Mr. Cadden: 

1) Random sampling for finished compounds is as follows: for lots with smalt 
volume vials, 2-3 vials are tested and for lots of larger volume vials (ie., 10ml) 1 
vial is tested for sterility and endotoxins. 

2) NECC is still closed on Saturday and Sunday, but Mr. Cadden stated he often 
comes to work on Saturdays to make sterile compounds. Mrs. Cadden still works 
two to three days per week in an administrative role only. 

3) Regarding the processing of sterile suspension injectable steroids: The 
compounding occurs in the “Clean Room”, Once compounded, tlie suspension 
(in a beaker) is covered with 3 layers of aluminum foil, brought through the ante- 
room to the“main compounding area and autoclaved. The suspension is then 
brought back through the ante-room into the “Clean Room”. The suspension is 
brought to room temperature on a magnetic stirrer (approximately 2-4 hours) then 
the suspension is transferred to vials (various sizes) with a Baxter Repeater Pump. 
Mr. Cadden stated the bulk suspension is sterilized (versus sterilization in final 
vial container) because the properties of the suspension would not allow it to 
resuspend in the vials and the particle size would be too large. The steroid 
compounding formulas' from Professional Compounding Centers of /America, 
Houston, TX (PCCA) instruct him to compoimd the products in this way. 
Suspensions must be auiqplaved since they caimot be filtered through a 0.22# 
filter due to particle size. 

told Mr. Cadden that MABP discourages the use of “as directed” insfnictions 
ot^anent prescription labeling and that stock sold as ‘Tor Office Use Only” was not 
allowed in the state of Massachusetts unless the firm obtained a special permit. 
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VISIT TO FIRM; DECEMBER 12. 2002 

On 12/11/02, NRL informed NWE-DO that the sterility results for sample 193610 
showed a presumptive positive for four (4) of fourteen (14) vials. At that time it became 
a priority to visit NECC to inform Mr. Cadden of the results and determine what his 
intentions would be regarding tlie compounded product. On 12/12/02, Inv. Joyce and 
DeWoskin went to NECC and infomred Mr. Cadden of these results. Mr. Emery and Mr, 
Chaput from the MABP were present. Mr. Cadden stated that NECC had conducted a 
recall of the product in August 20fi2 (without FDA knowledge) after the adverse 
reactions were reported to N,ECC by the MedWatch complainant hospital. Mr. Cadden 
did not share this recall information with the FDA at the October 2002 visit to NECC. 
He stated recall notification to customers was done via telephone calls. The only record 
of the recall process was a three page table listing customer names, returned product and 
lot numbers. Recall information was requested per NWE-DO Recall Coordinator 
guidance. 

Mr. Cadden confirmed prior to the recall he was using 6 month expiration dates for sterile 
products with preservatives and was sterilizing the vials himself at NECC. He stated he 
conducted a recall after receiving the complaint from ^1 in July 2002, He stated he 
received 500-600 vials back from custoftiers as a result orrae recall. He retested one (1) 
of these vials for sterility and endotoxin and the results were negative. Mr. Cadden 
showed us /VRL #24399 results (refer to Exh. #4, pages 3&4). I asked Mr. Cadden if he 
thought of testing a more representative quantity from the returned product (ie., not just 
one vial), but he stated he only tested one vial. Mr. Cadden stated the corrections he has 
made since the complaint from include the following actions: 1) expiration dale 
was decreased from 6 months to 6Cf Acys for preservative free products, and 2) utilization 
of a contract facility (Eagle-Piche"/) to pre-sterilize vials for use in sterile products. See 
Exhibit #5 for information from Eagle-f icher Industries, Inc. website (Miami, OK). 

Mr. Cadden statediie had not received any other complaints associated with the use of 
NECC compounded sterile steroid injectables. Representative testing for sterility and 
endotoxin was discussed with Mr, Cadden. We explained to Mr. Cadden that tlie USP 
contains guidance on sample sizes in relation to lot quantities. We also discussed 
validation and verification of testing procedures performed by contract laboratories. 

While at tlie firm, samples were collected of methylprednisolone acetate preservative-free 
(PF) injectable and betamethasone repository injectable. After seeking supervisory 
guidance, I collected 20 x 1 ml vials of methylprednisolone acetate PF (80mg/ral) and 10 
X 5mi vials of betamethasone repository (6mg/ml betamethasone repository =3mg 
betamethasone sodium phosphate"!- 3mg betamethasone acetate). These compounds 
were chosen because they were associated with the current and April 2002 MedWatch 
reports. Both products are sterile suspension injectable steroids and arc compounded by 
similar methods according to Mr. Cadden. See Attachment #3, 4, & 5 for the FDA-463a 
(Affadavit), FDA-484 (Receipffor Samples), and collection reports. 
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Please refer to the following table for a description of samples collected on this date and 
the subsequent NRL results. 


SAMPLE 

PRODUCT 

LOT 

ms 

Exp 

Results 

169126 


1126^02@4 

20 

1/25/03 

Assayst Within Range 

169127 

Beti^ethasone Repository 

(PF) emg/mj x 6m! 

(BSP+BA) 

11302002@t 

10 

1/29/D3 

Assays Subpotent 

BSP 77.4 (0): 74.6 (C/A) 
BA 71 .6(0); 71.0 (aA) 


VISIT TO FIRM: DECEMBER 18. 2002 

A visit to the firm was conducted to request information regarding NECC recall 
procedures and collect samples. After conferring with NRL for sampling requirements, it 
was decided that further samples were necessary from NECC. See Attachment # 6, 7 & 
8 for the FDA-463a (Affadarit), FDA-484 (Receipt for Samples), and collection reports. 
Please refer to the following table for a description of samples collected on this date and 
the subsequent NRL results. 


SAMPLE 

PRODUCT 

LOT 

QTY 

Exp 

Results 

169128 

Methylpiednisolone AC 
(PFJ40 mg/ml Xl ml 

11262002@5 

o 

50 

1/10/03 


169129 

Betamethasone 

Repository 6mo/ml x 2 mi 

V 

12103002@11 

50 

6/6/03 


169130 

Methylprednisolone AC 

(PF) 80 mflAni X 1 ml 

11262002®4 

60 

1/25/03 

sterility^ Negative 

Endotoxins Negative 

169131 

Triamcinolone Acetoilda 

40 mo/mi x 5 m! 

tl20200Ct2@a 

34 

2/ia'03 


169132 


11112002@11 

18 

2/9/03 

Stcri!ity= Negative 

Endotoxin "Viot performecT 

169133 

Saline PF 10% Injectabln x 
15 ml 

12122002@14 

5 

3/12/03 

Steftilty= Negattw 

Endotojon* tiot pcrfcwmed* 

208563 

mmiaii 

11302X2@1 

50 

1/29/03 

Stertiitys Negath^ 
Endotoxin=*1ru3t perfatned* 


1 . PF= Preservative Free (for some products, NECC makes product both with and without prsservafiva) 

2. Betamethasone Repository^ Betamethasone Sodium Phosphate a Betamethasone Acetate. 


The following items were also discussed with Mr. Cadden: 

1) Sampling of compounded products by NECC: The firm’s sampling procedures 
were again discussed with Mr. Cadden. He stated he used the recommendations of 
his contract laboratory (ARLy. 1 discussed with Mr. Cadden the USP 
recommendations for testing of sterile products. Mr. Cadden stated he would look 
at these recommendations and°reconsider his testing procedures. A copy of the 
firm’s sample log to ARL is attached as Exhibit # 6 . 

2) Environmental Monitoring of “Clean Room”; While discussing the firm’s “clean 
room”, Mr. Cadden stated that he has his 'aminar flow hood serviced yearly, 
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which includes HEPA filfer testing (and replacement as necessary). I asked Mr. 
Cadden if he would know if the HEPA filter needed to be changed between yearly 
inspections and he stated no. I discussed with Mr. Cadden the impact that could 
have by possibly compromising the sterility of his product. I recommended 
NBCC initially evaluate the life span of their HEPA filters (via more frequent 
monitoring) and compose a testing plan around that evaluation. Mr. Cadden 
stated that the firm changes the pre-filters every 4-6 weeks to prolong the life of 
the HEPA filter. Mr. Cadden stated another component of his yearly testing of 
the clean room is air sampling. I recommended hfr. Cadden consider expanding 
his environmental monitoring to include surface and wall sampling. I suggested 
guidance resources such as 'the USP. 

3) Sterile compound preparation: 

a. Mr. Cadden stated that he uses a new set of disposable tubing for the 
Baxter Repeater Pump- for each lot that is compounded. 

b. When asked what other sterile compounds are marie by the firm, Mr. 

Cadden stated if he was able to filter the product that he would make the 
compound. ^ 

c. Mr. Cadden stated the water source for sterile products comes from 10(X3 
ml bags of Sterile Water for Injection. 

d. Mr. Cadden stated that NECC started to compound Prochlorperazine 

(Compazine) Injectable 2-3 weeks prior when he was able to access the 
bulk product. ° 

e. Mr. Cadden stated the firm does not dispense any medication to clients for 
office stock use. He stated that it would be a possibility in the future if 
Massachusetts state laws changed and allowed this of compounding 
phar macies. 

f. Cadden the opportunity to 

ooserveproduction of sterile products in t he very near futu re depending on 
his compotmding schedule. On 12/23/02, with ^s. 

Cadden who stated that compounding would not resume until after the 

, start of the New Year since business was slow around the holidays. 

g. A copy of the NECC “Policies and Procedures for Compounding Sterile 
Products” and “Aseptic Compounding Policies and Procedures Manual” 
(SOP’s) are attached as Exhibit# 7 & 8. 

4) Recall Procedures; 

a. Health risk analysis/ While discussing the lots made before August 2002 
that were distributed with a 6 month expiration date, I asked Mr. Cadden if 
he had any intentions of recalling those products also since those products 
will continue to have expiration dates through February 2003. Mr. 
Cadden stated he did not have any intention of recalling products other 
than the steroid products recalled in August 2002. The firm’s recall 
procedures in August 2003 consisted of calling clients who received the 
05312002@16 lot oftmethylprednisolone and asking them to return any 
steroid product they had in stock. This means that clients who received 
lots other than the 05312002@16 were not notified of the recall or 


10 


197 


New England Compounding Center FBI# 3003623877 

697 Waverly Street FACTS #33285 1 El Start: 1 0/24/02 

Framingham, MA 01702 KMJ/DAD ETEnd: 2/10/03 


possible problems with the products and will likely use those products 
until the expiration date of 6 months. 

b. Mrs. Caddea stated she notified customers of the recall by telephone. We 
restated the information needed by FDA to process the recall. Please see 
the heading “Recall Information” for the infoimation provided by NECC. 

c. The returned products- fro m the recal l were still at NECC. Two large 
boxes were examined by mUmi Lot numbers and product names 
were identifiable and it was confirmed tliat they were the products 
intended for the recall. 

d. A copy of a FDA Talk Paper from 1 1/15/02 was given to Mr, Cadden and 
is attached as Attachment #9. This reference described current regulatory 
actions taken against compounding pharmacies. 


VISIT TO FIRM: JANUARY 


14. 2003 this section written bv 



On 1/1 4/03, 1 NECC. At the time of my arrival I showed 

my credential^wi^ssuedMFDA482 to Barry Cadden. The purpose of this visit was to 
pick up a sample of sterilized vial stoppers and sterilized vials. The vial stoppers Mr. 
Cadden stated are bought p re-sterilized from Eagle Picher Environmental. Mr. Cadden 
provided CSO|||||||||||||||^ a sealed bag containing 1 00 vials from Eagle Picher 

Environmental wmcl^as submitted to Northeastern Regional Laboratory (NRL) for 
sterility and endotoxin testing. These vials are assigned Sample Number 167876. Also 
on this same date Mr. Cadden provided a sealed bag of vial stoppers which he stated he 
autoclaved. However, when I returned to the office, I noticed a tear in the bag; and 
therefore decided not to subiriit this simple. Instead I decided to go to NECC the 
following day fo r a new sanyile. When the tear was noticed I called the firm and notified 
milllUmithe Educational Coordinator, that I would be returning on 1/15/03 to 
collect some more autoclaved stoppers. 

0 


When I was at the fi rm on 1/14/03 Barry Cadden notified me that his lawyer 
|||||||||H|||||||H Massachusetts - phone 61 7'964-2501) instructed him to tell me that 
n^would provide me samples, but if I had any other requests or questions pertaining to 
any of their procedures and compounding activities, I was to put my requests or questions 
in writing. Mr, Cadden stated he would then submit my requests to his lawyer for review, 
and then get back to me. At the time I was talking to Mr, Cadden I requested the address 
and name of customers who received lot 05312002@ 16. methylprednisolone 80mg/ml 
injection which is a lot number of product that stated he told people to return to NECC 
due to a potential problem, when I returned to the office I sent Mr. Cadden an e-mail 
reputing this request. As of 2/10/03, the date that the FDA 483 was issued, a response to 
this e-mail request had not been received. 


VISIT TO 


Jj\NUARY 15. 2003 /this section written bv 


On 1/15/03, NECC for the purpose of collecting a 

sample of sterilized vial rubber stoppers. I showed my credentials, and issued an FDA 
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482 to 1 


[iducational Coordinator. IHBHPsaid Mr. Cadden was at the 

facility but not available. At this time she provided me a sample of vial stoppers in a 
sealed bag which she stated were autoclaved within the last day. I observed that there 
were water droplets in this bag with the stoppers and that they were making water stains 
on one part of the white packaging material of the autoclave bag. I submi tted these via l 
stoppers to NRL as Sample #167877. After I was provided the sample by ^ 
left the firm. 


Please refer to the following table for a description of samples collected January 14-15, 
2002 and the subsequent NRL results. 


SAMPLE 

PRODUCT 




Results 

167877 


HSSHI 



"In pfoflrBSs“ as of 3/4/08 

167876 


wsm 


n/a 

”tn prograss" as of 3/4/03 


MEETING WITH THE MABP: FEBRUARY S. 2003 fBoston. MAI 

A meeting was held ta discuss the appropriate course of action for NECC. Attachment 
#10 contains the minutes of this meeting. 

VISIT TO FIRM: FEBRUARY 10. 2003 (Closeout and issuance of FDA-4831 

On 2/5/03fl||H^^ telephoned and left a voice mail for Mr. Cadden to inform him that 
there were violativ^ampie fesultsforsutootency and that the close out meeting would 
be held on 2/10/03. On 2/6/03, P^^^[received a voice mail from Mr. Cadden stating 
his intentions to investigate and institute a recall of betamethasone repository (lot 
12102002@11). 

The purpose of 2/10/03 closeout meejing included issuance of the FDA-483 (List of 
Observations), to request recall information for the methylprednisolone acetate recalled 
in 2002, to inform the firm of the complete results for samples obtained 12/18/03, and to 
find out the firm’s intentions^ith respett to the violative lot within expiry and 
surrounding lots of similar products, 


The closeout meeting took place at NECC on 2/10/03. In attendance from NECC w»e_ 
Barry J. Cadden, NECC Owner and Director of Pharnia cy. 

Education! 
from MABP 



In attendance from the FDA NWE-DO were Investigators 



The visit began with a tour of the newly completed room that houses NECC’s new Class 
10 hood. Th^^^ga^rffied by Scientific Air Analysis, Inc. (47 Fatina Dr, Ashland, 
MA 01701, The room contains the Class 10 hood, autoclave, 

incubator, si®“5'i^^Sner^gmputer station and office area. 
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Mr. Cadden stated NECC had plans to work with a consu!taiU,HillHiHH| of the 
Preble Group. See Exhibit #9 for the consultant information. 

The following information was requested at the meeting; 

1) For the recall of raethylprednisolone acetate in 2002: distribution list (including 
addresses), reason for recall, recall strategy, time period of product distribution, 
total quantity distributed, total quantity returned in the recall, documentation of 
calls to clients, time period in which recall was conducted (start & stop), total 
quantity made and total put into vjals, vial sizes and quantity of each that was 
made and product disposition. 

2) For the pending recall of betamethasone repository (lot 12102002@11); all 
information above applicable to pre-recall period, copy of product labeling, recall 
initiation date, any complaints or adverse events reported and a recall contact. 

3) Other Information; consultant CV, list of current stock on hand for all sterile 
injectable products, list of compounding that has taken place since 1/1 /03 for all 
sterile injectable products and^intentions with respect to similar products (ie., 
sterile injectable steroid suspensions). 

mi^UPssued a new request Jbr information iiom MABP dated 2/7/03. 
provided a copy of the letter (Exhibit #10). 

RECALL INFORMATION 

On Friday, 12/13/02, the NV/E-DO Recall Coordinator stated the district needed 
information from NECC to document and classify the recall of the methylprednisolone 
compounded product. 1 called Mr. Cadden that afternoon and discussed the need for 
recall information and to collect a larger qu antity of vials for our sample (see below). He 
stated he would gather the information.. 

On Monday, 12/16/02, 1 called NECC to verify the receipt of the e-mail request for recall 
information and to answer any questions pertaining to the request. I left a message after I 
was told (by ■■HI that Mr. Cadden was "in the clean room". Lisa Cadden returned 
my call and informed me that Mr. Cadden did not receive my email on Friday. 1 
explained that I sent it as a reply to an email from Mr. Cadden and that I would reseiri the 
email the following morning. I also verbally stated the list of requested information for 
the recall so the firm would have adequate notice. This information was not provided to 
ITWE-DO unhl after 2/10/03. On 2/14/03, NWE-DO Recall Coordinator received two 
faxes from m^HHmuContaining the information for the NECC recall of 
betamethasone repositoiy injgction (6m^inlMon2W2002@II). On 2/18/03, NWE-DO 
Recall Coordinator received a fax from ■PH||||||B containing the information for the 
NECC recall of methylprednisolone acei£,^{prescrvative-ffee, all lots compounded 
before 7/16/02). Please see Exhibit #11 .a 32 for these documents. On 2/21/03, the 
NWE-DO received additional information from informing the 
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FDA of NECC recall of further lots of betamethasone repository. This fax is attached as 
Exhibai #13. 

CDER ASSIGNMENT & CFG 4§a200 rPHARMACY COMPQUNPIWGI 

The responses to the ITFM-330 questions were obtained by inspectional visits and 
information provided by the MA State Board of Pharmacy (when followed by a ®). 

}) Please determine from the Massachusetts Board of Pharmacy, whether NECC is 
operating in conformance with the applicable state law regulating the practice of 
pharmacy? Subsequent to the April 2002 Joint FDA-Stale investigation, and 
referral to the Massachusetts Board of Pharmacy, what follow-up was done or 
what sanctions were taken by the Board? 

There were no sanctions taken by the MABP against NECC following the April 
2002 investigation, The Board is in the process of approving and adopting new 
regulations for pharmacy compounding firms. The MA applicable state laws 
reference the USP. Please see FDA-483 items for deficiencies observed at the 
firm. 

2) Does the NECC continue to fill patient specific prescriptions for each 
compounded product dispensed? 

NECC dispenses and prepares products in bulk for administration to 
individualized patients pursuant to a receipt of a valid prescription from a 
prescriber. Bulk products produced in limited quantities at N^CC are not 
compounded for third parties for resale. (*) 

Regarding patient specific information for filling non-sterile prescriptions; Mr, 
Cadden stated that NECC calls patients to ask them about their current 
medications for their computer patient profiles. He stated another reason to cal! 
the patient before making the compound is to verify the patient wants the 
compound since they are not usually covered under prescription insurance plans. 

2) What types and strengths of sterile products does the pharmacy compound? What 
quantities are being compounded? Is the pharmacy compounding copies of 
commercially available FDA-approved products (ie.,- products that have the 
same active ingredient, dosage form, and strength)? (typical batch size follows 
where known). 

<= Hyaluronidase 1 50u/ml- Discontinued by manufacturer (5,000 ml) 

0 Triamcinolone Diacetate 40mg/ml- When unavailable (500 ml) 
e Methylprednisiolone Acetate PF 40mg/m1 and SOmg/'ral- 

Special order when unavailable (1 ,000 mi) 
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o Betamethasone Repository 6mg/nil and PF 6mg/m!- Special 
order when unavailable. (1,000 m!) 

* Refer to Exh.#I7 & 18 for other products compounded by NECC. 

4) Does NECC continue to assign unsubstantiated beyond-use dates? (designate 
expiration dates -without basis) 

Mr. Cadden stated that beyond use dates are included on each formulation 
obtained from PCCA. Drug substances received, stored, or used at NECC are 
obtained only from FDA registered facilities. He stated he uses 6 month 
expiration dates for sterile products with preservative and 60 days for 
preservative-free. 

It should be noted that samples obtained on 2/1 8/02 show that sample #1 69128 of 
methylprednisolone acetate preservative free (40 mg/ml x 1 ml, lot 
11262002@5) had an expiration date of 1/10/03, which is approximately 45 days, 
not 60 days as stated by Mr. Cadden. 

5) Please obtain formulation information that -will enable us to compare the 
compounded product formulations with the FDA-approved formulations. In 
certain circumstances, it may be appropriate for a pharmacist to compound a 
small quantity of a product that is only slightly different than a FDA~approved 
product that is commercially available (such as to remove a preservative or 
coloring agent for an individual patient with an allergy problem). In these 
circumstances, FDA will consider whether there is documentation of the medical 
need for the particular variation of the formulation for the particular patient. 
Does the pharmacy have documentation from the prescribers that demonstrates 
the medical need for the particular variation of the formulation for each 
individual patient? 

Please see EKtiibit#14 for “Logged Formula Worksheets" utilized by NECC 

6) Does NECC compound drug products (including sterile products) in anticipation 
of receiving prescriptions? If so, what quantities are compounded on that basis? 
How do the amounts compare to the amount compounded after receiving valid 
prescriptions? 

Mr. Cadden stated sterile products are compounded before prescriptions are 
received. In general, approximately a 30 day supply would be maintained by 
NECC- The exception to this would be sterile products that can be filtered, such 
as ophthalmic products, which are compounded after receipt of a prescription. We 
did not have the opportunity to verify quantities compounded versus quantities 
dispensed on a monthly basis. 
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Mr. Caddcn stated non-sierile products (creams, ointments, capsules, etc) are 
compounded after prescriptions are received. 

7) Does NECC use coMtiiercia! scaie manufacturing or testing equipment to 
compound drug products? What are the specific batch sizes that are prepared for 
each type of sterile product and how often is each batch prepared? 

In January 2003, NECC completed installation and certification of a “Class 10” 
Isolator biological hood. Mr. Cadden plans to begin utilizing this new area once 
he receives MABP approval. Refer to question 2 for typical batch sizes. 

S) Does NECC compound any products that have been removed or withdrawn from 
the market for safety reasons? If so. please obtain documentation. 

Mr. Cadden denies the firm compounds any products that have been removed or 
w'ithdrawn from the market for safety reasons 

9) Has NECC insliluted a formal written complaint system since the April 2002 
FDA-Stale inspection? 

NECC does not have a formal written complaint system to date per Mr. Cadden. 
He stated complaints are still filed under specific facility or patient. 

10) Has NECC performed any corrective actions in response to the FDA A83 List of 
Observations issued at the conclusion of the April 2002 inspection? 

Mr. Cadden told us the only changes made were in response to the WR) 
adverse reactions and entailed the following; 1) expiration dale wS 
decreased from 6 months to 60 days for preservative free products, and 2) 
utilization of a contract facility (Eagle-Picher) to pre-steriiize vials for use in 
sterile products. See Exhibit #5 for information from Eagle-Picher Industries, 
Inc. website (Miami, OK), 

1 1) Annually, how many prescriptions for compounded products does the NECC 
dispense? 

Mr. Cadden estimated NECC dispenses 20,000 prescriptions per year, 

1 2) Does NECC ship compounded products out of stale? Was any of the lot of 
inethylprednisohne acetate PF80mg/ml referenced in the MedWatch report 
shipped out of state? 


According to Mr. Cadden, NECC does ship compounded products out of slate. 
The lot of methylprcdnisolone acetate PF referenced in the MedWatch was 
shipped out of state. On 2/5/03, from MABP provided the stales 
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NECC is licensed in as SC, FL, VA, ME, RI, NH, ID, NE. KS, VT, OH, MO, MT 
and CT (pending). 

13) Does the NECC maintain a website concerning the products they compound? 

Yes, the firm advertises sendees on the intranet at neccrx.com. The contents of the 
website, wvt'w.neccrx.com as of 10/1 1/02 are attached in Exhibit #1S. Mr. Cadden 
states they do not accept online orders. 

N) Please document the processes used to make the Methylprednisolone Acetate 
Preservative Free SOmg/nil product, including production scale, and any in- 
process controls. 

See "Logged Formula Worksheet” provided by Mr. Cadden (Esbibit #16). This 
is the formula NECC obtained from PCCA to compound Methylprednisolone 
Acetate. Production scale varies according to what Mr. Cadden anticipates as 
need for the compounded product. There are no in-process controls per Mr. 
Cadden. 

15) Wit at quantity of compounded sterile products, including methylprednisolone 
acetate PF 80nig/ml are on hand for sampling? 

We obtained samples of sterile injectable compounds on 12/12 St lG/02. Refer to 
Exhibit #17 for a list of current inventory as of 2/1 1/03. 


OBJECTIONABLE CONDBTllONS 

ObservaUm #1 

For the preparation of sterak drag products distributed! by yoar farm (snds as those 
SDteBded for injection), there is no adequate documentation available to verify they 
meet set standards (such as specitiesfions and/or USE lisauts if applicable) or the 
shelf life (expiration tiattug period) of these products. This ractades the abseace of 
docBjniEEtatjoa to verify the foilowing: 

A. Personnei performing preparation steps are not contemssBatiag the fiBlshed 
products. 

B. Workspsees are cleaned and saoitized to prevent product eantamination. 

C. Equlpmejat and supplies eastering the product preparation area are 
ieeontaiMiittsted/deaQed to prevent product contasniBatioa. 

D. The eaviroameBt m the area where the fiUiag and dosiig operations are 
performed is adequate to prevent product contasninatiOB (this includes the 
lack of documeatation pertainiisg to environsneBia! mooStorsDg la the 
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E. immediate area while product is exposed to the enviroBineist, sascli as during 
filling snd prior to container closure). 

F. All autoclave sterilization processes are suitable for the sterilization of drag 
product preparation equipment and componeate (wiicli inciades vis! 
stoppers and bulk product). Some examples are; 

g. Lack of documentation to verify that all critkai processing 

parameters being used are appropriate ia ensuring that final products 
meet all standards (sncb as steriSity). Critical processing parameters 
include sterilization time, temperature, size and natar® of load, aad 
chamber loading configuration. 

b. Records do not state tbe actual critics! parameters used dtiiriiEg 
processing. 

c. Lack of docuroentatioa to verify that the autoclave itself is maintEined 
and calibrated to perform its intended function. 

d. The autoclave process used on bulk drug products does not have an 
effect on stability or product specificctions. 

F. The transfer of bulk drug product aud equipment from the autoclave (after 
it went through an autodave process) from one room to aaother room in 
which further preparatiosi steps are performed in s larotaar air flow ^ 
workbeach. Is mot iutroducing contaminstlon iato the finished product. All 
components, including drug substances, vials, aad rubber stoppers, meet set 
standards making them suitable for their intended use. 

G. Components and process water are not contasninating fmisbed products. 

H. Equipment used to measure the amount off Imgredients/compoaents are 
calibrated and maintained to perforin their intended function. 

I. Testing procedures and sampling procedures being perfformed for all drug 
products are representative of the Oots/batches being tested. 

J. That for each preparation of a sterile product or batch of sterile products 
there has been appropriate laboratory determination of conformity with 
purity, accuracy, sterility, and non-pyrogenicity, to accordance with 
established written specifflcatioBS and policies. 

K. Preparation steps are being performed in a correct manner since bitch 
record preparation instructions are lacking signiftcEUt preparation steps, 
which includes mixing procedures. 

L. Final containers are capable of nsaintaining product integrity (i.e. identity, 
strength) quality, and purity) throughout the sheif life of the product 

M Al! drag products prepared and packaged at your site meet specifications 
and USE* limits (if applicable) for the expiration dating period assigned. 
According to documenfatioa and your slateitieots, all drag products sre 
assigned as expiratioii date off 60 days if they do not contain a preservative, 
three months if they are not filtered, sad 6 uiootlis if they are filtered. No 
data was available for any of your products prepared Et yonr firm to support 
these expiration date periods. 
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In addition, for all of tli® items above there were no written procedures available 
pertaiffling to the perforinance of these duties sod processes. 


Discussion of FDA 483 Observation 1 

Mr. Cadden stated he did not have documentation of established standards or 
specifications for finished sterile products compounded by NECC. This included the 
verification that the above items (A thru M) have been addressed by NECC to ensure 
the quality of products compounded by NECC. 

Mr. Cadden stated he was unable to provide data to support the assigned shelf life for 
finished sterile products compounded by NECC. Mr. Cadden stated that he utilized 
the recommendations on the product compounding formulas (“logged formula 
worksheets”) received from PCCA. After learning of the the adverse reactions to 
methylprednisolone acetate in July 2002, Mr. Cadden stated he shortened the shelf 
life of preservative-free products from 6 montlrs to 60 days. There was no product 
specific data available to support the use of either shelf life, 

Mr. Cadden stated that he purchased Standard Operating Procedure (SOP’s) from 
PCCA, After review' of the SOP’s, it was determined that they have not been revised 
for use at NECC. It was also noted that NECC does not follow the SOP’s. Mr. 
Cadden stated he does not follow all of the SOP’s. Refer to Exhibit #8 for the NECC 
SOP’S. 


Observation 

There are no written procedures pertaining to the handing of coEnplaitits, nor does 
youir firm maintain a complsict file. 

Discussion of FDA 483 Observation 2 

Mr. Cadden stated that no forma! complaint files are maintained by NECC. NECC has 
not established adequate written procedures for the handling of complaints and adverse 
events reported to the firm. 


Observation #3 

There was no documentation availsble for the handling and disposlliosi of reports of 
patient problems, complaiats, adverse drug reactioms, drug prodoef or device 
defects, and other adverse events reported. For esample, after a medical facility 
reported adverse events associated with lot 0S312002@16, your firni conducted a 
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recall of injectable steroid products asd impleinentesi sInorSer espiratiom dates and 
use of pre-sterilised vials. You stated you have no docanieBtatioa available 
pertaining So so investigation being performed for this aad oSlier related lots wbkh 
sttows tiiaS adequate foilow-up actioa was taken. 

Discussio)! of FDA 483 O bservation 3 

Mr. Cadden stated he did not have documentation of an investigation or the subsequent 
changes made by NECC in response to the adverse events associated with 
melhylprednisolone acetate lot 05312002@16, No written records were available to 
rationalize or confirm the implementation of shorter expiration dates and the use of pre- 
sterilized vials. There was also no written documentation to show follow up actions 
were being taken to ensure the effectiveness of corrective actions taken by the firm. 


PISCUSSIQN WITH MANAGEMENT (2/10/031 

It was explained to Mr. Cadden that at this point the FDA is considering NECC a 
pharmacy compounder and not a drug manufaemrer. Mr. Cadden stated he had retained 
the services of a pharmaceutical consultant. The consultant is supposed to meet with Mr. 
Cadden within the next week to determine a course of action. 

mUmP^IIII^^^HIIIIIIIpresentcd the FDA-483 to Mr. Cadden. Each item was 
revrewe^wm^Mr^add^Nlr. Cadden was asked if he understood each point, to which 
he answered yes. Mr. Cadden was asked if he had any questions about each of the 
observation items, to which he answered no. (■■■■■ stated he was very familiar 
with ttie observations and would be able to assist Mr. Cadden in his written response. 

Further details pertaining to this closing discussioni^i^iis report under the heading 
entitled: “Visit to Firm: February 10, 2003”. they planned to have a 

written response to the FDA within two weeks. After the FDA-483 was issued and 
discussed, the inspection was concluded. 


REFUSAILS 


Though information was not made readily available, there were no direct refusals ftom 
the firm. 


ADDITIONAL INFORMATION 


Guidance was received from HFM-330 throughout the entire investigation, including a 
teleconference on 12/16/02. During this teleconference, guidance was given regarding 
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samples to be collected and the composition and issuance of the FDA-483 (List of 
Observations). 



had retained the services of 
^Washington, DC) to represent 

I requested availabie information through FOI. 

the NWE-DO Compliance Branch that he would be 

representing NECC and Mr. Cadden; communication between the FDA and NECC from 
that point on (excluding the closeout on 2/10/03) occurred between ^^HBHand 
NWE-DO Compliance Branch. 


lory matters. 

I discussed with 


On 3/3/03 MABP related to Inv. Joyce that NECC had retained separa te 

counsel to handle MABP related matters; however, he still retained 
handle FDA related matters. 

At the time of this report, mmi^tated MABP had not received a reply from NECC 
for their request for information dated 2/7/03- NECC requested and was granted an 
extension for submitting this information to MABP, 


The list of current stock on hand for all sterile injectable products was received by fax on 
2/1 1/03 (Exhibit#! 7). The list of compounding that has taken place since 1/1/03 for all 
steril^mectable product^wayreceived by email on 2/14/03 (Exhibit #18). H 
HHHv^sponse to |||H||^^H|questions on 2/10/03 regarding FDA regulations was 
received by NWE-DO on 2/21/03 and is attached as Exhibit #59. 


The documents obtained from NECC to support the sample collections on 12/12 & 13/02 
are attached as Exhibit #20, 

Since the opportunity to observe production did not occur, no photographs were taken by 
the investigators. 


ATTACHMENTS 


FDA-482 Notice of Inspection (Dated 10/24/02) 
FDA-482 Notice of Inspection (Dated 12/12/02) 
FDA-482 Notice of Inspection (Dated 1/14/03) 
FDA-482 Notice of Inspection (Dated 1/15/03) 
FDA-4g2 Notice of Inspection (Dated 2/10/03) 


1) CDERHFM-330 Assignment (Dated 8/2/02, 10 pages) 

2) Collection Report for NYK Sample 1936] 0 (4 pages) 

3) FDA 463a Affadavit (Dated 12/12/02, 1 page) 

4) FDA-484 Receipt for Samples (Dated 12/12/02, 2 pages) 
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5) Coileclion Reports for NWE Samples 12/12/02 (6 pages) 

6 ) FDA 463a Affadavit (Dated 12/ 13/02, I pages) 

7) FDA-484 Receipt for Samples (Dated 12/18/02, 2 pages) 

8 ) Collection Repoils for NWE Samples 12/18/02, 21 pages) 

9) FDA Talk Paper (Dated 1 1/15/02, 2 pages) 

10) Minutes of Meeting between MA State Board of Phannacy and FDA NWE- 

DO (with attachrncnts) (Dated 2/24/03, pages) 

1 1) FDA-483 Inspectiona! Observations (Dated 2/10/03, 3 pages) 


EXHIBITS 

1) Fax from (b)(7XC) Qf tt))(6),(b){7xc) 15 / 1 / 02 , 2 pages) 

2) MABP Request for Information (10/02) and NECC response (Dated 1 1/18/02, 
10 pages) 

3) Email from NECC (dated 10/25/01, 1 page) 

4) Analytical Research Laboratories Results for melhyiprednisolone lot 
05312002@I6(4pages) 

5) Eagle-Picher Industries, Inc. background information (6 pages) 

6) NECC sampling log to ARL (1 page) 

7) NECC “Policies & Procedures for Compounding Sterile Products” (3 pages) 

8) NECC SOP Manual (179 pages) 

9) Curriculum Vitae of /LECC Consultant (Fax Dated 2/11/03, 5 pages) 

10) MA Stale Board of Phannacy Request to NECC (Dated 2/7/03, 3 pages) 

1 1) NECC Recall information (dated 2/14/03, 9 pages) 

12) NECC Recall information (dated 2/18/03, 7 pages) 

13) NECC Recall Information to NWE-DO Recall Coordinator (Dated 2/21/03, 7 
pages) 

14) Logged Fonnula Worksheets (21 pages) 

15) NECC website information (Date accessed 10/1 1/02, 7 pages) 

16) Methylprednisolone acetate “logged fonnula worksheet” (I page) 

17) NECC current inventory (dated 2/11/03, 2 pages) 

18) NECC lots compounded since 1/1/03 (daled2/M^3, 2 pages) 

19) NECC Response to 503A statement bj^Hlllim (Dated 2/21/03, 2 pages) 

20) Supporting documents for sample collections (24 pages) 
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DEPARTMES^T OF HEALTH & S^:RV?CES 


6r 


Feed aeid Drug Administration 
mm EWGlAf^D DISTRICT 

MEERIiORANDWi 


Date 

From 


Subject 


To 


Febaiary 24, 2003 


ICon sumer Safety Officer, NWE-DO / FDA 
ICompliance Officer. NWE-DO / FDA 


February 5, 2003 Meeting with Massachusetts Board of Pharmacy / 

Division of Professional Licensure (239 Causeway Street, Boston, MA 02114), 


Central File 


Firm: New England Compounding Center 
697 Waveriy Street 
Framingham, MA 
FEl: 3003 623 877 


Background 

This meeting was arranged at the request of NWE-DO Compliance 

Officer, via email to Charles Young, Execumr^UtreS^onJanuary 30, 2003. The 
meeting was held to review the inspectional history of the New England Compounding 
Center and develop a joint strategy for achieving safe compounding practices at the 
firm, 


In attendance at the meeting were: 

Representing the New England District — 

Gail Costello, District Director 

J liance Branch Director 
Compliance Officer 
, lervisory Consumer Safety Officer 
, Consumer Safety Officer 

Representing the Office of Compliance, ODER (via teleconference)- 

OC I DNDIC 

Kathleen An derson, OC / DNDLC 
I ORO / DFSR 
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Representing the Commonwealth of Massachusetts- 


Jean Pontikas, Director, Division of Professiona! Licensure 
Charles Young, Executive Director, Board of Pharmacy 
James Coffe y. Associate Director, Board of Pharmacy 

Supervisory Investigator, Board of Pharmacy 
Investigator, Board of Pharmacy 
Susan Manning, Legal Counsel, Board of Pharmacy 


Note: This memorandum has been prepared in accordance with Staff Manual Guide 
FDA 2126.2 


Summary of Meeting 
Mr, Young and I 


Ifacilitated introducttons. 


|began with an overview of the inspectionai history of New England 

Compounding Center (NECC). This included a brief description of the recent regulatory 
history of Pharmacy Compounding. '' 

Ithenpresentedatabj^ummanzirig the results of 

Ls current sample analyses.' |^^^^BH||||||mHmH^iscussed current 
investigational findings.^ It was sfaternh^m^ffl^^TS^te^would be to notify the 
firm of the violative sample results and inquire of his intentions regarding the vioiative 
product still in commerce. It was anticipated that the firm would initiate a voluntarily 
recall of the violative product.* if NECC does not take action regarding the violative lot, 
then depending on the quantities of the lot available FDA may initiate a seizure of the 
product, A Form FDA-483 (List of Inspectionai Observations) will be issued to N ECC 
witi^tate representatives present at the FDA closeout meet'ng with NECC. HI 
HHH^nd Kathleen Anderson reminded everyone that in a similar situation with a 
South Carolina compounding pharmacy, FDA issued a press release when the firm 
failed to take recall action in a timely manner. 


A discussion was held to decide if NECC should be considered a manufacturer or a 
compounder, it was decided that current findings supported a compounding role. The 
FDA discussed their ability to take action (through seizure) against the adulterated lot of 
Betamethasone that is still within expiry. The issues of NECC’s poor compounding 
practices would not necessarily be ultimately resolved by such an action, it was 
decided that the state would be in a better position to gain compliance or take regulatory 
action against NECC as necessary. The state favored recall of the vioiative product 


’ See Attachment 1 . 

^ See Aitachmeni 2 . 

* See Form FDA-483 (Inspectionai Ohsorvations), Attachment 3 . 
^ The firm has committed to recall this product. 
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within expiry. The state does not have the authority to subpoena records without cause 
or to embargo product, but agencies within their umbrella may be abie to provide 
assistance in those matters. The state would ask Mr. Cadden, owner of NECC. to 
appear before the Board of Pharmacy to answer to the current complaints. 

tated that NECC is licensed as a pharmacy provider in the following 
Carolina, Fiorida. Virginia. Missouri. Maine, Rhode island. New 
Hampshire, Nebraska, Idaho, and Montana. NECC is pursuing licensure in Connectucl, 
Ohio, Vermont, and Kansas. 

Susan Manning stated Massachusetts pharmacy law states that pharmacists must act 
in accordance with USP recommendations. She slated this alone would impiy he could 
be held to those standards by the state. She requested of the FDA a list of the current 
inspectionai observations and where NECC differs from acceptable practice per USP 
standards. It was decided that Ms. Anderson would work on documenting the deviations 
from USP standards for the state, Ms. Manning stated although the slate’s authority 
does not include the ability to fine pharmacists, the state is abie to take actions against 
a pharmacy’s license, including revocation and suspension. 

The state's pharmacy compounding regulations that are under review are a blend of 
USP standards and regulations from three other states that already have such 
regulations in place (Including Georgia and South Carolina). 

The state requested the following information® from the FDA; 

» Examples of previous Consent Agreements 

» MedWatch reports regarding Adverse Events from products compounded by 
NECC. 

“ A list of NECC deviations from acceptable practice (referring to FDA’s 
inspecttonal findings) 

» Previous and current FDA 483 (List of Observations) issued to NECC, with 
available documentation to support the findings. 

“ Copies of FDA EIRs for NECC (April 2002 and current inspection when available) 
= Analytical Worksheets for sample collection and analysis, 

■ Copy of regulatory action taken by the FDA against Professional Compounding 
Centers of America (PCCA). 



Mr, Elder concluded the meeting by summarizing the discussions and emphasizing the 
potential for serious public health consequences if NECC's compounding practices, in 
particular those relaUng to sterile products, are not improved. The point was made that, 
so long as a pharmacy’s operations fall within the scope of the practice of pharmacy (as 


® This informaUon was forwarded to the Board of Pharmacy (to th® attention of Ms. Manning) via Federal 
Express on February 1 1 , 2003. 
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outlined in FDA's Compliance Policy Guide 460.200), FDA will generally continue to 
defer to state authorities for regulatory oversight, in such cases FDA will seek to 
engage cooperative efforts aimed at achieving regulatory compliance and ensuring the 
safely and quality of compounded products. 



Consumer Safety Officer 
New England District, FDA 



Nevir England District, FDA 


Attachments (3) 
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bcc: 




Central File 
Reading File 
Legal Reading File 
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SUMMARY OF SAMPLE COU^TJON/ANALYSIS FOR NECC 


FEBRUARY 5. 2003 


169126 Memylprednisoione AC 11262002@4 20 1/25/03 I Assay= Within Range 

(PF) 80 rng/m! Kim! j 


11302002@1 10 1/29/03 Assay= Sybpotent 




BSP 77,4 (O); 7-1.6 (CM) 
Repository (PF) Smg/ml X BA 71,6(0); 71,0 (C/A) 

5ml (BSP+BA) I 


Melhylprednisolone AC 11262002@5 50 j 1/10/03 

(PF) 40 mg/ml x 1 ml 1 



169130 Methylprednisoione AC 
(PF) 80 mg/mi x 1 mi 


T riamcinolone Acelomde 
40 mg/ml x 5 m! 


32 Proohiorperszirie 

Edisylale S mg/ml x 10 ml 


169133 I Saline PF 10% injectable 12122002@1 


20^553 I Betamethasone 


11302002@1 


Repository (PF) 6mg/ml x 


Vial stoppers 


3/12/03 Sterllify= Negative 

Endotoxin* “not performed” 


1/29/03 Sterility* Negative 

Endotoxin* "not performed* 


■(_ PF=i Preservative Free (for some products, NECC makes product both with and without preservative) 
2. Betamethasone Repository* Betamethasone Sodium Phosphete & Betamethasone Acetate. 
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SUMMARY OF FDA INSPECTIONAL OBSERVA TIONS FOM NECC 
FEBRUARY S, 2093 


ASSAY ISSUES 


1 ) No documentation to verify sterile drug products meet set standards, such as: 

a. No specifications (ie. USP or other) are set for finished products 

b. No evidence products meet assigned shelf life. 

2) Preparation: No documentation of the following; 

a. Equipment used to measure components are calibrated and maintained to 
perform their intended function 

b. Preparation steps are being performed in a correct manner since batch 
record preparation instruction sare lacking significant preparation steps, 
including mixing and transfilling procedures. 

c. All components (drug substances, water, vials, rubber stoppers) meet set 
standards making them suitable for their intended use and don’t 
contaminate the finished product. 

d. Testing and sampling procedures performed for finished drug products are 
representative of the lots/batches being tested. 

3) Testing/Sampling; No documentation of the following 

a. No testing is done to confirm product meets specifications, (the only 
finished product testing for selected lots is sterility and endotoxin). 

b. Testing and sampling procedures performed for finished drug products are 
representative of the lots/batches being tested. 


STERlLiTY ISSUES 

1) Lack of assiuance/documentation; 

a. Equipment, supplies and workspaces arc sufficiently cleaned to prevent 
contamination of finished product. 

b. No Environmental Monitoring of Clean Room. 

c. All autoclave sterilization processes are suitable for the sterilization of 
drug product preparation equipment and components. 

d. Transfer of bulk drug product and equipment fiom the autoclave (from 
one room thru ante-room to “clean room”) for further processing doesn’t 
contaminate product. 

e. Transfilling procedures are being performed in a correct manner since 
batch record preparation instructions lack transfilling instructions. 
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ATTACHMENT 3 
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DEPARTMENT OF HEALTH AND HUMAN SERViCES 
FOOD AND DRUG ADMiNISTRATlON 


DISTRJCT OFfiCE ADDRESS AND PHONil NUMBER 
One Monrviic Avenue, 4^^ Floor 
Stoneham, 1^^A 021 80 


DATE(S)OF iNSPECTIC»^ 

;I0/24. )2^l2&ia/02, 1/14-1 5/03, 2/30/03 


NAME AND THlE OF WDJviDUAL TO WHOM REPOm IS ISSUED 
TO : Barry J.Cadden, Director ofph ar niacy 

FIRM NAME 

New Englacd Compounding Center 

CiTV. iSTA! E /y^O ZIPTODE 

Framingbam, MA 01702 

DL^livtVAN liv^-PECTKDNOF yoOR FIRM WE OBSERVED: 


STREET ADDRESS 
697 Wavcrly Street 
" T^E OF KT^USHMEfTrmPECTeD ~ 
Pharmacy 


The below observations pertain to drug products that personnel prepare at your firm for which you claim arc sterile (for I 

example, injections) and arc prepared in anricipation of a prescription. 

3 . For the preparation of sterile drug products di^ibuted by your fiim (such as those intended for injection), there is rio 
adequate documeniation available to verify (hey meet set standards (such as specifications aod/or TJSP limits if 
applicable) or the shelf life (expiration dating period) of these products. This includes the absence of documentation to 
verify the following; 

A. Peisonne] performing preparation steps are rtot contaminating the finished products. 

B. Workspaces are cleaned and sanitized to prevent product contaminalion. I 

C. Equ^mem and supplies entering the product preparation area arc decomaminatcd/cleaned to prevent product I 

cont&mioetion. f 

D. The environment in the area where the filling and closir^ operations arc perforroed is adequate to prevent I 

prcxjuct contamination (this includes the lack of documenlatioa pertaining to enviroiunentai monitoring in the I 
immediate area while product is exposed to the enviroMDcm, such as during filling and prior to container I 

closure). I 

E. All autoclave sferiilzation processes are suitable for tbe sterilization of drug product preparation equipment I 

and corr^nents (which includes vial stoppers and bulk product). Some examples are; 

a. L&ck of documentation to verify that all critical processing paramelers being used are appropriate in ensuring 
that final products meet all ^andarUs (such as sterility). Critical processing parameters include sterilization 
time, ten^rature, size and nature of load, and chamber loading configuration. 

b. Records do not state (he actual critical parameters used during processing. 

c. Lack of documentation to verify (hat the autoclave itself is maintained end calibrated to perform its intended 
function. 

d. The autoclave process used on bulk drug products does not have an effect on stability or product 
specineatioQO. 

F. The transfer of bulk drug product and equipment from the autoclave (after it went through an autoclave jwocess) 
from one room to another room in which further preparation steps arc performed in a laminar air flow workbench, is 
sol introducing contamination into the finished product. All components, including drug substances, viaLs, and tubb^ 
Bioppers, meet set standards making tbem suitable for their intended use. 

G. Con^nents and process water are not canuminating finished products. 

H. Equipment used to measure the amount of ingredienls/con^oncnts arc calibrated and maintained to perform their 
intended fiinction. 

I . Testing procedures and sampling procedures being performed for all drug products are representative of the lots/ 
batches being tested. 

J. That for each preparation of a sterile product or batch of sterile products there has been appropriate laboratory 


1 6MFiOTCF{S) EiGNAt 


jfcMPLOV6StS)N 


FORM rDA4e3 (8/00) PREVIOUS EDMION OBSOLETE INSPECTIOWAL OSSERVATlONS 


PAGE 1 IW 2 PAGES 
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NAMEAMCTiTLL OF INEWsOO. 


DEPARTf/lENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADIWBNISTRATJON 


D.STRtCT SFFiCe ADDRESS AN~> PHONC f 

One Moaivale Avenue, 4* Floor 


DATE.fS) OF iNSPECTiOFT 

10/24. 12/12&18/02, 1/14-15/03,2/10/03 

?ei number " 

3003623877 


TO WHOM RB=ORT K ISSl«D 


TO:Barrj J. Cadden, Director of Pharmacy 
mWNAME ” 

New Eniland Compounding Center 

Clf v. STA^ AND 2JP COOS 

Fraiuingliani, ?vlA 01702 


STREET ADDRESS 
697 Wavcrly Street 
' ryPEOf ESTABLlSHWiNT iNSPECTEO 
Pharmacy 


determination of conformity vvith purity, accuracy, sterility, end non-pyrogeaicity, in accordance with established 
written spcciHcations and policies. 

K. Preparation st^s arc being perfomwd in a cotreef manner since batth record preparation instructions arc lacking 

significant prcpsrarioa steps, which includes mixing procedures. 

L. Final containers are capable of mainiairung product integrity {i.c. identity, sDcngdi, quality, and purity) throughout 
the shelf life of the product. 

M. All drug products prepared and packaged at your site meet specifications and XJSP limits (if applicable) for the 

expiration dating period assigned. According to documentation and your sfatements, aB drug products are assigned an 
expiration date of 60 days if they dc not contain a preservative, three months if they are not filtered, and 6 months if 
they ore filtered. No data was available for any of your products prepared at your firm to support these expiration date i 
periods. ! 

In addition, for all of the items above there were no written procedures available pertaining to the performance of these 
duties and processes. 


2, There are no wriRen procedures pertaining to the baodling of complaints, nor decs yoxir firm maintain e complain! file. 

3. There was no documentatiem available for the handling and disposition of reports of patiem problems, con^flaints, 
adverse drug reactions, drug product cr device defects, and ofiier advene events reponed For example, after a medical 
facility reported advene events associated with lot 053 i2002@16, your fUm conducted a recall of injeclable sleroid 
products and implemented shorter expintian dates and use of pie-steriiized viaU. You stated you have no documentation 
available pertaining to an investigation being performed fot this and other related lots which shows that adequate foUow-up 
action was taken. 


Bvtf5LOYt-F(S! StoHATUHE 


t!v'PLOYEE(S) NAME P-i’J TiriE (Pri ,. o' 
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' MITT ROMNEY 
. GOVoyWR 

KERRY HEALEY 

UHJraiAKT GOVERNOR 

RON;^ PRESTON 
SECSETARY 

OtoSTlN'E C FERGUSON 

COMMISSIONER 

October 04, 2004 . 


The Commonwealth of Massachusetts 
Executive Office of Health and Human Services 
Department of Public Health 
250 Washington Street. Boston, MA 02108-4619 

■ ■ Board of Registration in Pharmacy r 

239 Causeway Street, 5“' Floor 

■ , Boston, IVIA 02114 


BanyJ. Cadden, 

, Manager of Record , 

New Englaml Compounding Center 
. 697 Waverly Street 
Framingham, MA. 01702 


RE: Docket Number DS-03-055/ PH-03-066/ New England Compoimciing Center (lie. No. 
2848) and Barry Cadden, R-Pb., License No. 21239 


.Dear Mr. Cadden; 

The Board has voted to resolve the above-referenced case by offering you a consenfagreemeat 
to resolve issues related to the above-referenced matter. ' . 

Please be advised that 'if you choose notto enter into the Agreement, the Board will proceed to a 
formal hearing, pursuant to G.L. c. 3.0A-. 


Please letian both copies of the Agreemenl to the Board at your earliest convanienee but no later 
than within ten .(10) days of their receipt The Board will ftieai sign hern and an executed copy 
will he returned to you. 

Please contact Assodate Director James D. Coffey at 617-727-609.5 if you have any questions 
regarding this matter. ■ 



Sincerely, 

Chatles R, Youn^ 1 
Executive Director 
Board of Registration hi Pharmacy 



Enc. 

By Certified Mail 7003 1010 0003 3509 7959 
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COiO.tOiTO'BALUl OF MASSACHUSETTS 


SUFFOLK COUNTY BOARD OF REGIS TFATION 

INPHARMACY 


DOCKET NQS. DS-03-055 
PH-03-066 


CONSENT AGREEMENT 


The Board of Re^stratiqn in Pharmacy (“Board") and NEW ENGLAND 
COMPOUNDING CENTER (PharmacyRegistralioaNo. 2848), located at 697 Waverly Road, 
in Framinsliarn, Massaclmsetts (“Registrant”), aad BARRY L CADDEN, R,PE. ("licensee”) 
Pharmacist License No. 21239 and Manager of Record of Registrant, do hereby stipulate and 
agree that the following information shall be entered .into and become apfsznanent part of the file 
of Registrant which is maintained by the Board; 

1. The parties enter into this Consent Agreement (“Agreement”) to resolve disputed matters 
arising out of the complaints pending against Registtant and licensee, respectively, as 
DocketNos. DS-03-05S and PH-03-066 ("‘Complaiitts”)- 

2. The Registrant a^ees that fbis Agreement has been entered into as aresnlt of art adverse 

. event complaint report investigated by the U S. Food and Drug Adininistration alleging that 
Repstrant, while the Licensee wm Manager of Record, failed to congtly with accepted 
standards in compounding a certain order fer methyprednisolone acetate preservative ties 
SOmg/ml suspension , ■ . 

3. Accordingly, the Registrant agrees to the following: 

a. The conduct described in Paragraph 2. above constitutes professional misconduct 

warranting disciplinary action by the Board pursuant to Gi. c. 1 12, § 6 1 and 247 


) 

hr the Matter of ) 

NEW ENGLAND , ) 

COMPOUNDING CENTER ) 

Registration No. 2848 ) 

BARRY J. CADDEN, RPE ) 

licenseNo. 21239 ' ) 

: ) 
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CMR. 9,01(1): , 

.b.' ■ TbeR-egisttaatandlioeiJseeateherebyKEPKIMANDEDbytiieBoardandfiio 
■ Registrant’s pbann^' regiattation and Licensee’s phanriacist license are bereby 
placed on probation for a mininium three (3)'year period (die ‘Trobationar)' 
Period”), ccimneacing on the dale this Consent Agreement is executed by the 
Board; and 

c. The Registrant and licensee agrees that during the Probarionaiy Period: 

1) Registrant’s manager of record shall be requited to develop and implement 

•written policies and procedures to provide for and insure that USP Gtiideiines 
are followed and the Registrant perfonns in accordence with USP Guidelines 
and247CMR; ■ . . 

2) Registrant’s manager of record shall be required to update standard operating 
procedures on a quarterly basis 

3) Registrant maybe inspected by the Board; 

4) Registrant -will keep a -wntten report of each adverse event reported and make 
such reports available for review by the Board upon request during 
inspections; 

5) ' Registrant will provide ah after business hours telephone number for 

consumer use and have written protocols for after h'usiness services; and 

4, Registrant and licensee acknowledge that the Registrant and Licensee must apply in writing 
to the Board for termiriation of the Probationary Period and thalt ermir atinn nftba 
Probationary Period 'shall be granted only if all pflhe conditions set forth above ih Paragraph 
3.0. have been met. The Board may request a conference to discuss the merits of siich request 

5. This Agreement and its contents shall be incorporated into the records maintained by the 
Board. This Agreement arid is contents are matters of public record, and are subject to 
disclosure -without limitation to the public and equivalent stale liceaisihg boards.' 

7. ITie Board agrees that in return for the execution and Mfidlment of the requiremmts of this ' 
Agreement by the Re^strant and Licensee, thfe Board will not advance the prosecution of the 
Registrant and licensee pursuant to the Complaint; any and aU other rights of the Board to 
take action within ftre scope of its authority arc expressly reserved. 

8. , The RegiArant and licensee understand and agree that die tailure to accept the terms of this 

Agreement shall nullify the representations contained herein, and permit the Board to initiate 
. formal adjudicatory action under the State Administrative Prooedure Act, G.L. c. 30A, and 
the Standard Adjudicatory Rules of Practice and Procedure, 801 CMR 1.00 et. seq. 

9. The Registrant and licensee understand and agree that fire decision to enter into this ‘ 
Agreement and to accept the terms and conditions herein described is a. final act and is not 
subj ect to reconsideration or judicial review.- 


ji. 
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10. 'Hie Registrant and Licensee state legal connsel has been consulted in connectioii with the 
decision to enter into this Agreement and if not, that there was an opportunity to do so. 

1 1. The Registrant and Licensee certify this document entitled “Consent Agreement” has been 
re^ Tbs Registrant and Licensee imdetEtaiid fhaL by executing this Agreement,, the 
Registrant and Licensee are waiving any right to a formal hearing with rights to confront and 
cross-exaroine witnesses, to' call 'witnesses, to present evidence, to testify on its O'wn behalfi 
to contest the allegations, to present oral argament, to appeal to court in the e-vent of an 
adverse ruling, and aU other rights set forth in G.L. c. 30A- and 801 CMR. l.Ol et seq. 

NEWENGLAt® 
CO'MEOCNDMG CENTER 


By. 

Barry J. Gadden, RPh. 
Director of Phartoflcy 

Date; 


Barry J. Caddqg RPh. 

Manager of Record 
Date:_ 

BOAS® OR REGISTRATION 
m PHARMACY ' 


By 

James T. DeVita, RRh. 
President 


■ • Effective Date:' 

Board Dec. No, ■ ' 

Cert Mail No. 7003 1010 0003 3509 7959 


3 
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Siisaa Manning, Esq. ' 

. ITae Commonwealth of Massachusetts 
Board of Registration in Pharmacy ■ 

'239 Causeway Street 
' Boston, MA 02U4 

Re; Docket Number DS-03-05S/PH“03-066/New England Compotmdmg 
Center (Bio. No. 2848) and Barry Cadden, RiPh. License No. 21239 

Dear Ms. ■Manning: 

On behalf of my clients, Barry Cadden, RRh., and Nerv Bn^and Cpmpotiiidmg 
Csnter'C'NECC’), I am -writing to respond to Mr. Young’s October 4, 2004 letter 
regarding the above-referenced maitas. Thank-you for the courtesy of extending the 
time for this reply. 

As you may be aware, NECC is now licensed in 44 states, and has, ^plications 
pending in 2 others.' That resume speaks volumes to Ihe'qualit)' of its products,- and to its 
reputation. More significantly, its 'success' in passing (he due diligence inquires and 
inspections that are attendant to those hoenses is a tcstement to bofirNECC’s and Mr.. 
Cadden’ s conunitineht to quality assurance and regulatory compliance, ’ Indeed, since 
contracting -with a national expert in Aseptic Compounding fl|||^^|HBn 2002, 
'NECC has implemented policies and procedures that addres^^^U^ome instances 
exceed - the proposed probahonaty conditions in paragraph 3.C. of Mr. Young’s letter. 
Witli Mr. Brennan’s guidance, NECiC already has; 

» Conducted an independentre-view and evaluation of its sterile 
compounding practices 


' NECC cmieatly does business ni4 states that do not require a licSEse/penait Georgis, New Tersey, 
P Eimsylvaiua, Wisconsin, and plans to apply for licensure in the two remainiug states Tennessee and 
Arkansas. 
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Susan Manning, Esq. 
November 1 1, 2004 
Page 2 


o Developed a compreheasive set of sterile products ctunpoimdiiig standsid 
operating procedTires 

6 Implemented a compreheBsive quality man agement program tiiat includes: 

- Sterile products sjpecifications, 

- StaSl facilities, and process controls. 

- Aseptic process vsdidation. 

r Ongoing environmental biobnrden monitoiing- 

- Batch quality control release testing that indndes pH, 
absence of visible foreign parti cnlates, cloEire integrity, 
steiiiLty and endotoxin. 

- Frequent monitoring of drug content potency. 


» Implesnented a formal complaint management/corrective and preventive 
action (CAPA) program. 

o- EstablishedUSP <797> gap-analysis and standards. 

In addition, NBCC has recently formalized a “Quality Assurance Team” whicb includes 
the director of phaimacy, tbs head technician, a' sterile technician, the general ms-uager 
and the marketing manager. The Team meets monthly with the stated-mission of 
eliminating pharmacy error. Finally, following tije suggestion in Mr. Young’s letter (at ' 
paragraph 3.c.5), NECC has formalized an after, business hours protocol to insure 2477 
consumer access. NECC’s commitment to all- these initiatives should be weU known to 
the Board, which, has inspected the facility three tunes since last February (twice, with a 
representative from the FDA): , . ' • 


«> Fehiuaiy20. 2004 



» September 23, 2004 



FDA 


® September 28, 2004 



All of these inspections have been yrittout incident 



While I think it fair to say fiiat the product of NECC's interaction with the Board 
— as demonstrated sbov e — is a success story, such wouid not be the case if the resolution 
were to include a disciplina^ sanctioti (including the r^timand proposed in Mi. Young’s 



Susan Manning, Esq. 
November 1 1, 2004 • 
■Page 3 
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letter). The collateral consequences to many, if not all of NECC’s 42 other iictaises, 
would be potentially fatal to the bnsiness.^ Such a catastrophe is deafly not the intended 
result of the Board’s proposed reprimand, nor is it warranted in this case. The Board’s 
mandate is to protect the public health safety and welfare, not to punish its licensees (see. 
e.g.. Gnnv V- Board of Public Accountiag 394 Mass. Il8, 127-128 (1985); LevY V . Board 
of Registration in Medicine 378 Mass. 519, 527 (1979). 

Mr. Caddea and NECC have demonstrated their cornmitmeiit to remediation, and 
are prepared to contiaue to do so. In that regard, NBCC and Mr. Cadden will agree to all 
of the probaiionaiy terms offered in Mr. Young’s letter, and will further agree to bear the 
burden and cost of monitoring and reporting their compliance.^ That result could be 
accomplished through a non-disciplinaiy resolution such as a continuance (pending a 
period of monitoring) or a “staj^sd probation.” Whatever the vehicle, Mr. Cadiien and 
NECC are ready, willing and able to insure all of the public protection components of 
Mr. Young’ s proposed resolution, but respectfully request that the Board do so without 
also imposing discipline which may destroy their business. 

Both Mr. Cadden and I are available to meet with you, Mr. Ydung and/or the . 
Board itself to discuss resolution of this matter. We look fonva'd to your reply. 


PC/mjc 



^ Once disclosed, tbs rspnuKnd -wiHsuiely result in inquines/investigitionsiahioseotiiei jurisdictions. 
ItegaidleSB of the derivative actions taken, die attendant legal and administrstive costs 'will be devastating. 

34ECC is prepared to exteDd||||||||[m^^m|^ontract to pro'vide ongoing monitoring — on such raaitEis as 
die B oard may prescribe - with regularly scheduled ■wiittEn reports to the Board 
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OEPARTMENT OF HEALTH S HUMAN SERVICES Food anti Drug Adminlsiration 


NEW ENGLAND DiSTRICT 

MEMORANDUM 


Dais January 26, 2005 



NWE-DO 


susjsci Inspection/Investigafion of 

New England Compounding Center 
697 Waverly Street 
Framingham, MA 01702 

To Kathleen Anderson, Acting Team Leader 
Compounding Team, HFD-316 
Dtvisicm of New Drugs & Labefing Compliance 


Thru 


NWE-DO 


An investigation/iimited inspection of this Compounding Pharmacy was conducted 
jointly with the Massachusetts Board of Pharmacy (MABP) per request of CDER, 
Division of New Drugs & Labeling Compliance, Compounding Team, HFD-316 (FACTS 
536354). This investigation was mainly to obtain information about the firm's 
compounding practices, as they relate to the compounding of Trypan blue products. 

I was accompanied on this i nvestigation/limited inspection of th^Ne^England 
Compounding Center (NECC) by Investigator & 

Quality Assurance Coordinator, who are both from the MABP. 

On September 23, 2004 our credentials were shown & FDA 482, Notice of Inspection, 
was issued to Mr. Barry Cadden, Director of Pharmacy & Owner of the New England 
Compounding Center (NECC). Mr. Cadden acknowledged that he is the most 
responsible person in the firm. I was introduced to Mr. Gregory A. Conigliaro, General 
Manager & Co-Owner of NECC. Mr. Conigliaro reported tirat he just joined the 
company about eight months ago & that he is a Civil Engineer by profession. He 
provided the following information. The corporate structure of NECC is as follows: 

President - Carla Conigliaro 

Vice President - Barry Cadden 

T reasurer - Gre^Conigliaro 

■■■ 


1 
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I asked Mr. Cadden if the corrective actions that were promised by him on the last E! of 
2/1 0/03 were already implemented. Last E! of 2/10/03 was classified "OAl" with referral 
to Massachusetts State Board of Pharmacy. FDA 483, InspectionaJ Observations, was 
issued for. (1 ) inadequate documentation to verify sterile drug products dispensed meet 
set of standards, such as specifications or assigned shelf life; (2) no SOPS for handling 
complaints and failure to maintain complaint files; and (3) lack of documentation for a 
specific reported adverse event. 

inspection of firm's new set of procedures & related documents showed that corrective 
actions have been implemented. 

I asked Mr, Cadden if he is compounding & dispensing Trypan Blue. He said he does. 

I asked him if he has anything in stock. He said no, because he just compounds the 
drug if he receives the prescriptions for certain patients. While showing us the “Clean 
Room” where compounding takes place, we had to pass through a small laboratory 
where some tests were being perfonned. I noticed a drawer that was Identified as 
'Trypan Slue”. I requested him to open the drawer. There were 189-1 ml vials of Trypan 
Blue PF 0;T% injectable, Lot #07272004. Seeiabeiing shown as Exhibit #1 . I told Mr. 
Cadden that Trypan Blue is not an FDA approved product & as such he should not be 
compounding & dispensing it. Mr. Cadden staled that he did not know that it is not an 
approved product. He told one of the employees in the laboratory to put the vials in 
quarantine which he told us will be eventually destroyed. 

1 told Mr, Cadden that 1 have to obtain some information from him as part of my 
assignment. 

I gave Mr, Conigliaro a list of some of the questions in the assignment (#3, 4, 5, 7, 10, 
11, 12, 15. 16 & 17), i did not list down the other questions in the assignment because I 
thought that it would be better if I ask him the questions directly. 

Mr, Cadden stated that he will have to talk with his lawyer if it is okay to supply the 
information/answer the questions I had given him. He also stated th at his lawyer is on 
vacation & would not be back until 9/27/04. The lawyer's name is HHHliHBH 
from Newton, MA. 


went back to the firm on 9/28/04 & met with Mr. Cadden & 


Mr. Conigiiaro. 


1 asked Mr. Conigliaro if he was able to answer the questions i had listed down on our 
last visit. He staled that he has made some responses to the questions/information I 
had requested, in draft fonm & that he has to show their lawyer for approval before be 
could give it to me. 


2 
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i requested Mr. Cadden for Trypan Blue labels which he provided (see Exhibit #2). A 
copy of the Certificate of Analysis for Trypan Blue (Exhibit #3) that came with the 
shipment of the Trypan Blue raw material that was in stock. Lot #0107217, was 
obtained. The supplier was PCCA, Houston, Texas. 

The following information was obtained from Mr. Cadden when 1 questioned him about 
the one hundred eight nine (189) viais of Trypan Blue that I found in one of the drawers 
in the laboratory that was labeled "TYRPAN BLUE" on 9(23/04. 

He did not have to put the Trypan Blue viais in quarantine, which would 
eventually be destroyed as he told me on 9/23/04, after they had spoken to their 
lawyer. 

Their lawyer had told them that there is no regulation which states that 
Compounding Pharmacies cannot compound FDA non-approved drugs. 

* That he dispensed Trypan Blue on 9/24, 25, .26, 27 & 28/04 as shown in log 
(Exhibit #4). 

That he intends to compound & dispense Trypan Blue until FDA/MABP will put in 
writing that they cannot compound it 8. dispense it and the reason why. 

When I started asking Mr. Conigliaro the rest of the questions in the assignment, he 
became indignant She said that he does not really have the time to sit with us & answer 
ail those questions. He said if I could give him the list of questions, he would prepare 
the answers & give everything to me in one piece, after he shows it to their lawyer. 

Mr. Cadden alsotoid Mr. Conigliaro, "Don’t answer anymore questions!" 

Mr, Conigliaro questioned how Trypan Blue came into the picture, i toid him it is part of 
my assignment from headquarters, Then he wanted to know specifically who issued the 
assignment & I gave him Kathy Anderson’s name. He also started questioning FDA’s 
jurisdiction on Compounding Pharmacies. 

I told Mr. Conigliaro that FDA received a complaint re: Trypan Blue, so we have to do 
our investigation, because FDA has to respond to the complaint & we have to notify 
MABP also. 

Mr. Conigliaro asked me who the complainant was & I toid him I don’t know. He said it's 
probably one of their competitors. He also said that he was sorry if he sounded mean. 
He explained that he had to leave early, had a lot of things to finish & just did not have 
the time to sit with us to answer our questions. 

I wrote down the remaining list of questions in the assignment & left them with Mr. 
Conigliaro. 
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On October 1, 2004, I received a 22-page fax document from Mr. Conigliaro, which 
constituted his responses to the written questions i had given him. This was foiiowed by 
a hardcopy (Exhibit #5) which I received o n October 5, 2004. I showed these 
responses to HHHHHHBHHHBIil^HiAnn Simoneau. CO, NWE-DO to update 
them about the status of the assignment & fold them about the firm’s attitude. 

I requested a copy of a written reporto^hat sanctions were taken by the 

MABP as foilow-up from the El of 2/03. IMHH stated that the cases are still 
pending Board & as such are not releasable at that time. The assignment in regards to 
Trypan Blue is also pending Board & when they become releasable, he wii! forward 
them to me. 

i toldH^HBHfthat ( am scheduled for a foreign insp8cfion & will not be back until the 
fourth week of November 2004. in addition, I toid|||||fH|m|that I will not be available 
to go back to the firm until after the holidays are ove^ecause I have to write three 
reports for my foreign inspection. This situation & the firm’s attitude were also relayed 
to Kattiy Anderson. 

On January3^2005, 1 received a copy of a letter, dated October 27, 2004 (Exhibit #6) 
sent by ■HlHIfrom Barry Cadden. I also received a copy of Mr. 

Cadden's response letter to dated November 8, 2004 (Exhibit #7) stating the 

corrective actions to be und ertaken/undertaken by NECC, I showed these letters to 
OTmMMIIIHpHHBBIAnn Simoneau & my plan to close out the inspection. 

mi||H''vas able to obtain a log of Trypan Blue that was compounded & dispensed 
from January 12 , 2004 to September 28, 2004 (Exhibit #8), with some prescriptions 
attached. These prescriptions are examples of patients in the bg who were dispensed 
at least more than one or two vials of Trypan Blue. 

On January 18, 2005, I notifiedH|HBHthat we do not have to go back to NECC to 
close out the inspection & that Im^oin^Rver the phone. 

On January 19, 2005, i telephoned Mr. Barry Cadden & i nformed him that we are 
closing out the inspection based on his response letter toHI^HHof the MABP, 
indicating his plan of corrective actions, which will also be forwarded to headquarters. 
Before our conversation ended, Mr, Cadden asked me, “Do you think headquarters 
knew that Trypan Blue would be approved before the assignment was issued?” I said I 
really don’t know. Our conversation ended at this point & the inspection was ended. 

ATTACHMENT: 


Assignment from Compounding Team Leader, HFD-316 
FDA-482, Notice of Inspection 
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EXHIBITS: 

#1 . Label of Trypan Blue PF 0.1% Injectable I ML vial 

#2. Labeling of Trypan Blue used for shipment 

#3. Certificate of Analysis for Trypan Blue LOT #0107217 from PCC 

#4. Log of Trypan Blue Compounded & Dispensed (S/24'2ey04) 

#5. Responses to questions on assignment sent by Mr. Conigliaro, dated October 1, 
2004 

#6. Letter sent by Mr. James Emery from MABP to Mr. Barry Cadden, dated October 
27, 2004 

#7. Response letter sent by Mr, Barry Cadden, dated November 8, 2004, to Mr, 
James Emery, MABP 

#8. Log of Trypan Blue compounded & dispensed from January 12 - September 28, 
2004 



NWE-DO 


cc: Ann Simoneau, Compliance Officer 

NWE-DO 
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X I MDPH-PfvIslon of Health Professions fj c ensure 

If ^ ^ - IJWEST3GATION REPORT 

W ' ' Page_Zof7 

f licensee Name: Barry Caddan ■ Docket Mo: DS OS-OW 

License Number: PH 21Z3S , • ' DS 2848 

Priority Code; 2 Received by DHPU 11/23/04 Docket Opened: 11/23/04 

Assigned: 11/23/04 

Investigator Name: James Emery- Health Care Investigator. 

Supervisor Name: Lasiia Doyle - Program Coordinator . 

SECTIOM Si Demographics and History 

A. LICENSEE INFORMATION: 


1. Name of Ucensee/ Respondenfc Barry C addea 

2. . i^ddress of Recon 

3. Cinrent Address: 

4. Phone Numb^s): Home N/A Business (I 

Ucehsee/ito^dndent Date of 

5. License Types. No.: PH 21239 Current Status: C 1 

6. Original Date of Issuance: 10/9/90 

7. Record of Standing Attached: Yes 

S’. Name of Educational Institution Attended: University of SI 
Date of Graduation: 1990 


Business (N/A> . Fax (N/A) 


Exp. Date: 12/31/06 


OTHER MASSACHUSETTS tJCEMSES HELD : None 

1. Profession/Trade: 

2. License No. Currant Status: 

3. Prior Discipline (explain): M 

4. Certifled Documfattation Attached: O Yes 


EXp. Dale: 


NON-MASSACHUSETTS LICENSES HELD ; None 

1. Profession / Trade: 

2. License No, Current Status: Exp. Date: / 

3. Prior Olsdpllne (explain): 

4. Certified Documentation Atlachsd: □ Yes O No 


1. Current Employer, New England CoiapOnndiiig Center 

2. Address; 697 Waveriy St Fratcin^iam, MA 01702 

3. Telephone Number: 508 ,820 0606 
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I ' ~ MDpH-DMsion of Health Protesioras Licensure 

■ nWESTX^AHON REPORT , 
i4ge2of7 

Licensee Iflanie! Barry Cadden Docket No: DS 05-04® 

License Number: PH 21239 DS 2848 


B.. WrrHESSES mot AVMLftBLE FOR IMTERViayi p'ocumeni: attempts in case file 


IndMdiials 

■ contact Information 
fphone, address, businessl 

Attemptfs) to contact 
fdates, times) 

£ 



2. ' 



3. 




a C»MPLMHAHT IWroRMATION ; 

X. NAME OF COMPLMMANTi Board of Pharmacy 
2. ADDRESS: 239 Causeway Sl^ Boston, MA 02114 

. PHONE NO: (S17) 727 OPSS. .. CEU PHONE: (M/A) ■ ■ .• 

D. INDEX OF MATERlftlS/DOCUMEFTOS ! tabel documents/materiate as noted Beiow in order 
of presentailon in the file 

ITEM 2dlecord of Standing 
HEM 4; NECC Older Fonn 
ITEM fi: 

ITEM 8: . - . 

SECTION HI: Investigation Summary 

Allegation of Complaint : Failure to adhere to the .standards of practice, • speciBcally 
compounding and dispensing of a medicatioii without a valid prescdplion (non patient 
specific). 

Describe doajmentation/facts that support allegations; 

Staff assignment presented at Board meeting of 1 1/23/04. Board voted to bring staff 
.'assignment to formal complaint 

Describe docaimsntaHon/facte Biat do not support alfegations: None . 


ITEM l:Complaint 

ITEM 3: Staff assigjDment 05-006 

ITEM 5: 

ITEM 7: 


TYPE OF ERROR: 

WRONG STRENGTH 

'WRONG. DRUG - 

. WRONG DIREa'IONS 

■ WRONG PAHENT 

OTHER - btisterpak information was incorrect 

DRUG / DIRECTIONS DOSE PRESCRIBED 

DRUG / DIRECTIONS DOSE DISPENSED 

DISPENSED RXLABaCDRRECr 

■ DISPENSED LABa INCORRECT ' 

NEWPRBCRIFnON 

REHa PRESCRIPTION 

„ INGESnON OCCURRED 
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r~~ MPPH- D iyision of Heajtft Professions Licensure ~1 

KWESnSATION REPORT 
Page 3 of 7 

Licensee Name; Barry Cadden . Docket Mo! DS 05-040 

• ’ Licensa Number! PH 21239 DS 2848 

OTHER- Failure to adhere to the standards of practice, specifically compounding 

and dispensing of a medication ■without a valid pre^ption (non patient specific) 

***Board should review item #4. NECC Order Form provided in response. Form fe 
non-complianf by Board determination. NECC was notiSed by tel^hone (Greg 
Conigliaro) that the form enrreistly used is non-compBant and must stop She use of 
this form immediately. 

PAUBfT STATUS; . 

A. Setting Where AileoBd Xnadent/CcmduetOceufred : 

,1. Current Employen NeW;Engtod Compounding Center , . . r i. 

2. Address: '&7 tVavedy St Fr amingham, MA 01702 

3. Telephone Numben 508 820 0606 

Contact and TIBe: Barry Cadden, Manager of Record 

1. Xf employed by another entity other than where the alleged inddent occuned; 
FSameiN/A. 

Address N/A 
Phona No: N/A 
Contact Person; M/A 
Coritaci's Title: N/A 

licensee's Supervisor (if applicable give name): N/A 
Phone number 

B, Attorney of Record: 

1. Name of Attorney: 

2. Name of Rrm; 

3. Addr^: 

4. Phone No(s). 

D. ■ iHvestiaator's ActivSties and Findings ; 

D^oibe - who, whaL where, when, and why, 

1. Compfelnantis allegation: Failure to adhere to the standards of praxaice, specifically 
compounding and dispensing of a medication without a -valid prescription (non patient 
specific) 

2. Licensee's responses A review of the same documentation provided to you does show 
what would appear to be incorrect or repetitive names being provided by several of pur 

. prescribing physidaas. We have instituted a new Standard Operating Procedure for the 
Quality Check , and Vetting of Patient Names, which should eliminate these 
' inconsistencies in the fiitcie. This new SOP is iocluded herein at "Attachment A" 
Additionally, per Leslie Doyle's last inspection, the ne-west version of the Prescription 
Onler Form, included herein as "Attachment B," specifically includes a Verification Step 


NA 


Fax No. ( } 
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I MDPH-Division of Heaftft Professions Licansure J 

INVESTIGATION REPORT' 

Page 4 of 7 

Licensee Name: Barry Cadden Docket Mo: 0S 05-04-0 

License Number! PH 21239 DS 2S4S 

at the . bottom which requires a Registered Pharmacist or designee, to verify ail items 
shotvn on the Patient Order Form, including patient names. 

Summary of events from medical records: 

4. Describe any inforoiation learned or submitted that does not support the 
AliegaBon: None 

5. Describe any Information requested and hot received; None 

6. 'Other Information: N/A 
Pati^t -Records 

Charting:' O Perip ' QHardtls^e' ' □ Soft Tissue ■ 

Q Medicai History iZI Treatment Plan • Q Informed -Consent 

□ Radiographs □_ Anesthesia Record ' □ CPR Certificaaon 

□ On-Ste Inspection (optional) 

7. Describe anyexhibits not In case file (study models, radiographs, tapes, etc), Describe 
location and with whom. 

■HA 

8, List other state/federai or municipal agendes Involved or also investigating this case 
and include contact information (name, address, telephone no.) 

e. COMPLAIfiT HISTORY 

1 . Companion Compiaints; (list docket numbers, allegations, status, and disposition) 

2. Complaint Pending Board; None 

3. Complaints Pending Prosecutions: None 

4. Related Complaints; (list docket numbers, allegations, status, and disposition) Itone . 

5. Prior Complaints: (list docket numbers, allegations, status and disposition) 

2OO21211DS036- Ur^rrofessional conduct-Disrnissed, ad-risory letter 
20030212DS055- Failure to adhere to the standards ofpractit«-PB 
20030226DS060- Failure to adhere to the standards of practice. Dismissed, Advisory 
letter 

20040504DS062-Uiiethical conduct- Dismissed, Adthsory letter 

19990330PH066-Unprofessional Conduct-Disroiised, mformal ny riman d 
2002121 1PH042-Unprofessioiial Coaduct-Dismissed, Adviso^ letter 
20030212PH066- Failure to arlhere to tire standards of practice-PB 
2003022SPH070- Failure to adhere to the standards of practice-Disniissed, Advisory 
letter 
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. (___ WPPH-Divtsion of Heal^ Professions Licen sure ______ 

INVESTIJiA-nON REPORT 
PageSDf? 

Licensee Wame! Barry Cadden' Docket No: DS 05-040 

UcensaNumben- PH 21239 DS 2848' 

6. Criminal Offender Records InformaSon Check [CORI) bean performed? Yes 
indude certified copies of judgments: No 

F. In your opinton sHouid ease go to Medical Error Triage! No 

Explain: 

G, Suriimarv of atieged violaHonfsl of reaulation/statutes pndude stescription of Hceftsee's 
actions that constitute the feass of Hie vioialSonfs). 


H. Staff Recommendation(s)! 

□ Dismissal with Prejudice: 

□ 

Probation : 

No Violation 

□ 

Terms: 

• ■ Dismissal without Prejudice ‘ ■' 

□ 

Censure 

D Lack of Suffident Evidence 

X Dismlsrai with Advisory Letter 

□ 

Offer Voluntary Surrender 
Terms: 

0 Stayed Probation 

□ 

Summary Suspension 

Q Terms: 

■ □ 

Terms: 

□ Reprimand 

Revocation 


D Terms: ' 


CONUNUING education REQUIREHOTS; 

Endosed ’ 

OTHER TERMS: MPRS evaluation 


nWESOGATOR SIGNATURE: .DATE; 

SUPERVISOR SIGNATURE: DATE: 

4:^ 4: 9: 4: it 


Compialht Committee Dedsian/Recommendatlon: cc Meeting Date: 


Re: Staff recommendation; 

Q CC Agrees Q CC Disagrees (making the following recommendation) 


H Dismissal wjth Prejudice: 

No Violatjon 

□ Dismissal without Prejudice 
□ Lade of Suffident Evidenoa 
n Dismissal with Advisory Letter 


.O stayed Probation 
O Terms; 


D Probation 

□ Terms: 

n Censure 

□ Offer Voluntary Surrender . 
D Term.s: 

D Summary Suspension 
D Terms; 
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MPPH-Djvisfon of Heaitii Professio n s Licensure 

.BWESTIGATION ^PORT 
Page6of7 

Lic^ensse Name; Barry Caddan . ’ Docket Mo: DS 05-040 

Ucense Numbers PH 2123S DS 284S 

O Reprimand • Q Revocation 

Q Terms: 

CONTINyiWG EDUCATION REQUIREMENTS: 


OTHER TERMS: 

Summary of alieged vfoIaUon(s) of reguIaHon/statutes (include descripHon of licensee's 
actions tjsat con^'tute the basis of the violationfs)): 


Notes: . 

BOARD'S DetSsion/RecommandaSon: Board Meeting Date; 
Re: Staffer/ CC recommendation: 


n Board Agrees O Board Disagrees (making the following recommendation) 


Q Dismissal with Prejudice: 
□ No Violation 


□ Probation 
D TemuK 


□ Dismissal without prejudice 

□ Lack of SufRdent Evidenca 

□ Dismissal vaith Advisory Letbar 

□ Stayed Probation 

□ Terms: 

r~l Reprimand 


□ Censure 

n OHerVoiuntary Surrender 

□ Terms: ■ 

D Summary Suspensiort 
n Terms: 

n Revocation 
□ Terms: 


CONTiWUING EDUCATIOK REQUIREMENTS; 


OTHER TERMS: 


Summary of alleged vlolation(s) of regulation/^tutss (indude desalptlon of licensee's 
actions &at form the basis of the violBBDn(s)); 

Notas; - ' ' ■ 


Votes: 
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■ board of RBEESTRATION in PHARMACY' Hie Review 
Summary of Outstanding complaints 


AUegation. 

Licensee rasnonse: . 


Llcetisea: 


1 ) 

3 ) 

9 

?3 

9) 

11 ) 


STAFF ASSIGNMEOT BRNG TO Ci)MFUD»T: 
ADVISORY LEITH!. 

NO VIOLATION -DISMISS. ., . 

LACK OF JURBOICrtON -DISMISS ‘ 
ADOmoNAL CaiS-DlSMES ■ 

Licensee Is cfltred to eaiter MPRS: 



2) INFORMAL 

•1) DISMISS 

6) , rUOCOF EVIDENCE -DISMISS 

8) blSKSS -w3houtpreisjdice_ 

ID) INV'ESnGATDR-FOLLOW- 


Board of Registration tn Pharmacy- Reviewed bv: ftwo signatures reou^r erf) 


James Devita - RPH Presidenti 
Karen Ryle - RPH Secretary; 
Harold Sparr - RPH Memben ■ 

Dr» Donald Acce?ta.' Member 
Joel Bettnan - RPH Menbor. 
George Cayer - RPH Member, 
William Gouveia RPH Member; 
Sophia' PasedisKPH Member; 
Marilyn Barron: Public Member 

Steve Budlsh Public Member 


DATE, 

DATE. 


.DATE 



DATE 
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COMMOmVEALTH OF MASSACHUSETTS 


SUFFOLK COUKTY 


BOARD OFSEGISTRATIOK 
mPEARMAClt'' 


) 

In ttie Matter of ) 

NEW ENGLAND . ) 

COMPOUNDING CENTER )' 

Registration No. 2848 ) 

BAKRY J. CAMDEN, RPh. ) 

License No. 21239 ) 

■ . ■) 


Docket Nos. DS-03-055 
PH-03-066 
DS-05-040, 


. CONSENT AGREEMENT 

The Board of Registralion iii Pharmacy ("Board") and NEW ENGLAND 
COMPOUNDING CENTER (“NECC”)-(PharraacyREgiEtration No. 2848), located at 697 
Waverly Road, in Framingham, Massachimetts (“Registranf ”), and BARRY J. CADDEN, RPh. 
(“Licensee”) Fbarmaeist License No. 21239 and Manager of Record of Registrant do hereby 
stipulate and agree that the following informatiott shall be entered into and become a permanent 
part of the files of Registrant and Licensde which are maintained by the Board; 

1 . The parties 'enter into this Consent Agreement (“Agreement”) to resolve disputed mafiers 
arising out of the complaints pending against Registrant and licensee, lespeotively, as 

DpcketNos.DS-03-05S,PH-03-066aiidDS-05-040 (“Complaints”). 

2. The Registrant, Licensee and the Board stipulate and agree that this Agreement is in 

■ ■ setflaiient bf cornplainls relating to an adverse event oorhplaint report inv^gated by the 
United States Food and Drug Administration for methypredaisolone acetate preservative 
free SO mg/ml suspension, and concerning the dispensing of Ttypan Blae without a valid 
prescription (“the Complaints’'). 

3. The Registrant, Licensee and the Board acknowledge that this Agreement is a 
nondisoiplinary agreement not lEpotted to the National Association of State Boards of 
Phaimacy or other outside rqiort agencies, except that the licensee’s failure to fulfill the 
requirements of paragraph 5 may result in the imposition of discipliue by the Board, 

4. hr order to resoiye these matters without further proceedings before the Board, the ■ 
Registrant, the Licensee, and the Board agree' that on the date of the exec-ution of this 
Agreemait by the B oaid (“Efibetive Date”) the Board -will order that the Licensee be 
placed on Probation for a Period of One (1) Year, ajid the probation order will he 



stayed for one (1) year from the Efiective Date of this Agreement Stay”). 

The Registrant and the Licensee agree as foUoyre: 

(a) Within 45 days from the Effective Date of this Agreament, the Re^strant and 

Licenses shall provide documentation salisfecto^.to the Board that Board-approved 
evaluator: Pharmacy Support, the. (“PSL’ or “Evaluator”), at the expense of the 

Registrant snd Licensee, has conducted an inspection of and prepared a written report 
analyziag Registrant’s compoundingpractices and coiaplisnce vdth United States 
Pharmacopeia Standard 795 - Non-Sferile Con^jounding Procedures and USP Standard 
797 - Sterile Compounding Procedures, in accordance with 247 CMR 9,01(3)(“USP 
Standards”), with any recommendations for revisions to practice for compliance with 
USP Standards (“the First Report”). The inspection shall iuclnde consideiation of, bat 
not be limited to: , - 

i. Sterile EnviromnentfJ Design 

ii. Quality Assurance Program 

iii. Media Filk (operator qualification/process validation) 

iv. Environmental Monitoring 

V. Cleaning and Sanitizing Program 

vi. Training Records 

vii Process Control 

viii. Equipment 

ix. Finished Preparation Testing 

X. Adverse Event Records 

(b) The Registrantand Licensee will arrange for the Evaluator to provide a copy of the 
First Report as described in Paragraph 5(a) directly to toe Board within fourteen days of 
the inspeotioru 

(c) The Registrant and Licensee will irnplfiroent all recommendations made by the 

Evaluator within 90 days of the BSective Date of this Agreement The Registrant 
Licensee must petition and receive the approval of the Board to exempt or postpone 
implerneiitation of any particular, tecotninehdatibn. ' ... 

(d) Within six months of toe Effective Date of this Agreement, toe Registrant and 
Licensee shall provide documentation satisfactory to toe B oard that toe Evaluator, 
at the expense of the Registrant and Licensee, has conducted a second inspection of 
Registrant 'and prepared a written report after an analysis as described in Paragraph (5) ■ 
above, and further, as to whether’ the teconninendations made by the Evaluator in toe First 
Report have been implemented (“the Second R^orf); 

(e) The Registrant and Licensee will arrange for the Evaluator to provide a cony of the 

Second Report as described in Paragraph 5(d) directly to toe Board within fourteen days 
of the inspectiorL - , • 

(f) The Registrant and licensee will update Standard Operating Procedures on a biannual 
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basis.. 

(g) The Registrant and Licensee will kcq) a written report of eact adverse event reported 
and rnake such reports available for review by the Board upon request 

6. If the Registrant and Licensee successfully complete the requirements of paragraph 5, 
its registration and his license will not be placed on probation, 

7. If the Registrant and the Licensee fail to successfully complete the requirements of 
paragraph 5, the Stay will be withdrawn by the Board and the Board’s order of Probation 
for a Period of One (1) Year ("Probation”) will be imposed upon the Regisliant and 
Licensee without the necessity of additional proceedings pursuant to G L. c. 30 A. The , 
terms and conditions ofProbatioii will be deteanined by the Bostrd at that time and may 
include, but not be limited to practice restrictions, monitoring conditions, appearances 

b efore the Board,, and continuing education and training. 

8. This Agreement and its contents shall be incoiporaied into the records maintained by the 
Board. This Agreement and its contents axe matters of public record, and are subject to 
disclosure without limitation to the public and equivalent state licensing boards, 

9. The Board agrees th^ in return for the execution and faltillmeiii of the requirements of 
this Agreement by the Registrant and Licensee, the Board wiU not advance the 
prosecution of the Registrant and Licenseepursnant to the Complakts; any and aU other 
lights of the Board to tape action within the scope of its authority are expressly reserved 

1 0. The Registrant and Licensee understand, and agree that the failure to accept the terms of 

this Agreement shall nullify the representations contained herein, and permit the Bottd to 
initiate formal adjudicatory action under the State Administrative Procedure Act, G.L. o. 
30A, aad the Standard Adjudicatory Rules of Practice and Procedure, 801 CMRl.OOef. 
seq. ■ . 

1 1 . The Registrant and Licensee understand and agree that the decision to eater into this 

■ ' Agreement and to axurept the ttiffiis and ebndifioris herein desciib ed is' a 'final ahfaiid is 

not subject to rnoonsideration or judicial review. 

12. The Registraiit and Licensee state legal counsel has been consulted ia connection with the 
decision to enter into this Agreement and if not, that there was -an opportunity to do so. 

13 . The Registrant and licensee certify this docruaent entitled “Consent Agreement” has 

been read. The Registrant and licensee understand lhal, by executing this Agreement, the 
Registrant md Licensee are wmving any li^t to a formal hearing with, rights to confront 
and cross-examine witnesses, to call witnesses;, to present evidence, to testify on its own 
behalf, to contest the allegations, to. present oral argument, to appeal to court in the event 
of an adverse ruling, and all other ri^te set forth in G.L: c. ,30A and 801 CMR 1.01 et 
seq. ' , ■ ‘ 
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12/22/2Ci0f r;13 FAX. 8 1737 1 1 037 DSYERSCOltOftA 


@C05/005 


NEWENGLAMB 
COMPOONDING CENTER 


By.'Sjc, 

— - 

Barry J.( 


Directof 

W^aimscy 

t 

Dsi^. i 

S'/o-U 

1 ' 

“=V— - 

A , 

Barry J. 

R-PL 


MaDagcr’ DiR&ord 

D“o:_ljX 4 _ 5 k. 


BO.AR0 0? SEGISTHA'nON 
m PHARMACY 


Kar&Ryle,IU>!t, 
President 



Boaid No. 1210, 1211 

Cert Mail No. 
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DEPARTMENT OF HEALTH ^ HUMAN SERVICES 
Food and Drug Administration 
New England District 




One Montvale Avenue 
Stoneham, Massachusetts 02180 
{781)596-7700 
FAX: (781) 596-7806 


WARNING LETTER 
NWE-06-07W 


VIA FEDERAL EXPRESS 
December 4, 20D6 

Barry J. Cadden, Director of Pharmacy and Owner 
New England Compounding Center 
697 Waverly Street 
Framingham, MA 01702 

Dear Mr. Cadden: 

On September 23, 2004, investigators from the U.S. Food and Drug Administration (FDA) and 
the Massachusetts Board of Pharmacy inspected your firm, located at 697 Waverly Street, 
Framingham, Massachusetts. On January 19, 2005, the inspection was completed. This 
inspection revealed that your firm compounds human prescription drugs in various dosage 
forms and strengths. 

We acknowledge the receipt of your October 1, 2004, letter addressed to FDA’s New England 
District Office, concerning questions presented during the referenced inspection. 

FDA’s position is that the Federal Food, Drug, and Cosmetic Act (FDCA) establishes agency 
jurisdiction over "new drugs," including compounded drugs. FDA’s view that compounded drugs 
are "new drugs" within the meaning of 21 U.S.C. § 321(p). because they are not "generally 
recognized, among experts . . as safe and effective,’ is supported by substantial judicial 
author'rty. See Weinberger v. Hynson, WestcoU & Dunning, 412 U.S. 609, 619, 629-30 (1973) 
(explaining the definition of ’’new drug"); Profis & Patients for Customized Care v. Shelais. 56 
F.3d 692, 593 n.3 (5''' Cir. 1995) (the FDCA does not expressly exempt pharmacies or 
compounded drugs from its new drug provisions); fn the Matter of Establishment Inspection of: 
Wedgewood Village Pharmacy, 270 F. Supp. 2d 525, 543-44 (D.N.J, 2003). aff'd, Wedgewood 
Village Phannacy v. United States. 421 F.3d 263, 269 (3d Cir. 2005) (“The FDCA contains 
provisions vwth explicit exemptions from the new drug . . . provisions. Neither pharmacies nor 
compounded drugs are expressly exempted."). FDA maintains that, because they are "new 
drugs" under the FDCA. compounded drugs may not be introduced into interstate commerce 
without FDA approval. 

The drugs that pharmacists compound are not FDA-approved, and lack an FDA finding of safety 
and efficacy. However, FDA has long recognized the important public health function served by 
traditional pharmacy compounding. FDA regards traditional compounding as the 
extemporaneous combining, mixing, or altering of ingredients by a pharmacist in response to a 
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physician’s prescription to create a medication tailored to the specialized needs of an individual 
patient. See Thompson v. Western States Medical Center, 535 U.S. 357, 360-61 (2002). 
Traditional compounding typically is used to prepare medications that are not available 
commercially, such as a drug for a patient who is allergic to an ingredient in a mass-produced 
product, or diluted dosages for children. 

Through the exercise of enforcement discretion, FDA historically has not taken enforcement 
actions against pharmacies engaged in traditional pharmacy compounding. Rather, FDA has 
directed its enforcement resources against establishments whose activities raise the kinds of 
concerns normally associated with a drug manufacturer and whose compounding practices 
result in significant violations of the new drug, adulteration, or misbranding provisions of the 
FDCA. 

FDA’s current enforcement policy with respect to pharmacy compounding is articulated in 
Compliance Policy Guide (CPG), section 460.200 ("Pharmacy Compounding"], issued by FDA 
on May 29, 2002 (see Notice of Availability, 67 Fed. Reg. 39,409 (June 7, 2002)).' The CPG 
identifies factors that the Agency considers in deciding whether to initiate enforcement action 
with respect to compounding. These factors help differentiate the traditional practice of 
pharmacy compounding from the manufacture of unapproved new drugs. They further address 
compounding practices that result in significant violations of the new drug, adulteration, or 
misbranding provisions of the FDCA. These factors include considering whether a firm 
compounds finished drugs from bulk active ingredients that are not components of FDA- 
approved drugs, without an FDA sanctioned investigational new drug application (IND). The 
factors in the CPG are not intended to be exhaustive and other factors may also be appropriate 
for consideration. 

1. Copies of Commerciailv Available Drug Products : 

It has come to our attention that you are compounding trypan blue ophthalmic products. 

During the inspection at your firm, you advised an investigator from FDA's New England District 
Office that the trypan blue products that your firm compounds are devices. FDA classifies 
trypan blue products as drugs, not devices. Further, on December 16, 2004, trypan blue 
ophthalmic solution was approved by FDA and it is commercially available. As stated in the 
CPG, FDA will not exercise its enforcement discretion for the compounding of copies of 
commercially available FDA-approved products, including this one. 

We have also learned that your firm may be compounding 20% aminolevulinic acid solution 
(ALA). Please note that there is a commercially available, FDA-approved aminolevulinic acid 
solution 20%. Like compounded trypan blue, FDA regards compounded 20% aminolevulinic 
acid solution as a copy of commercially available drug. 


' Although Section 503A of the FDCA (21 U.S.C. § 353a) addresses pharmacy compounding, this 
provision was invalidated by the Supreme Court’s ruling in Thompson v. Wcsiern Slates Medical Center, 
535 U.S. 357 (2002), tliat Secb'on 503A included unconstitutional restrictions on commercial speech. And 
those restrictions could not be severed from the rest of 503A, In Thompson v. Western Stales Medical 
Center, 535 U.S. 357 (20020), the Supreme Court affirnied the Ninth Circuit ruling that the provisions in 
question violated tite First Amendment. 
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FDA does not sanction the compounding of copies of FDA-approvsd, commercially available 
drugs and the agency will not exercise its enforcement discretion regarding the trypan blue and 
ALA products compounded by your firm. 

All products compounded by your firm containing trypan blue or ALA are drugs within the 
meaning of section 201(g) of the FDCA (21 U.S.C. § 321(g)). These products are misbranded 
under section 502(f)(1) of the FDCA (21 U.S.C. § 352(f)(1)) in that their labeiing falls to bear 
adequate directions for their use. They are not exempt from this requirement under 21 CFR § 
201.115 because they are new drugs within the meaning of section 2D1(p) of the FDCA and 
they lack approved applications filed pursuant to section 505 of the FDCA (21 U.S.C. § 355). 

2. Anesthetic Drug Products : 

Equally serious, your firm's promotional materials reveal that it offers to compound “Extra 
Strength Triple Anesthetic Cream" which contains 20% benzocaine, 6% iidocaine, and 4% 
tetracaine. Like a manufacturer, you have developed a standardized anesthetic drug product 
that, you sell under the name "Extra Strength Triple Anesthetic cream.” Further, you generate 
sales by giving physicians "courtesy prescriptions" (i.e., free samples). These actions are not 
consistent with the traditional practice of pharmacy compounding, in which pharmacists 
extemporaneously compound reasonable quantities of drugs upon receipt of valid prescriptions 
from licensed practitioners to meet the unique medical needs of individual patients. 

Moreover, the agency is concerned with the public health risks associated with the 
compounding of "Extra Strength Triple Anesthetic Cream.” There have been at least two non- 
fatal reactions and two deaths attributed to the use of compounded topical local anesthetic 
creams containing high doses of local anesthetics. Local anesthetics, like "Extra Strength Triple 
Anesthetic Cream," may be toxic at high dosages, and this toxicity can be additive. Further, 
there is a narrow difference between the optimal therapeutic dose of these products and the 
doses at which they become toxic, i.e. they have low therapeutic index. 

Adverse events consistent with high systemic exposures to these products include seizures and 
cardiac arrhythmias. Specifically, risk of systemic adverse events from tetracaine products 
includes (1 ) a systemic allergic response to p-aminobenzoic acid (PABA) which, at worst, could 
lead to cardiac arrest; or (2) excessive systemic absorption following repetitive or extensive 
application, especially for a 4% product, which could ultimately lead to convulsions. Tetracaine 
is associated with a higher Incidence of allergic reactions than other anesthetics, such as 
Iidocaine. The risk of systemic toxicity is greatest in small children and in patients with pre- 
existing heart disease. Factors that may increase systemic exposure are time and surface area 
of the exposure, particularly when the area of application is covered by an occlusive dressing. 
Benzocaine has an additional toxicity not seen with Iidocaine, methemoglobinemia, an acquired 
decrease in the oxygen-carrying capacity of the red blood cells. Further, patients with severe 
hepatic disease are at greater risk of developing toxic plasma concentrations of local 
anesthetics because of their inability to metabolize them. 

The Extra Strength Triple Anesthetic Cream compounded by your firm is a drug within the 
meaning of section 201(g) of the FDCA (21 U.S.C. § 321(g)). This product is misbranded under 
section 502(f)(1) of the FDCA (21 U.S.C. § 352(f)(1)) in that its labeling fails to bear adequate 
directions for its use. It is not exempt from this requirement under 21 CFR § 201,115, because 
it is a new drug within the meaning of section 201(p) of the FDCA that lacks an approved 
application filed pursuant to section 505 of the FDCA (21 U.S.C, § 365). 
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Depending on its labeling, this product may also violate section 502(a) of the FDCA (21 U.S.C. 

§ 352(a)), A drug or device is misbranded under section 502(a) if its labeling is false and 
misleading in any particular (e.g., if the labeling for your local anesthetic products fails to reveal 
the consequences that may result from the use of the product as a local anesthetic), 

3. Repackaging : 

Additionally, we are in receipt of a complaint alleging that you are repackaging the approved 
injectable drug, Avastin, into syringes for subsequent promotion and sale to health 
professionals. Avastin is unpreserved and is packaged and labeled in 4 and 16 mi single-use 
glass vials. The labeled precautions include "discard any unused portion left in a vial . . . 

Each step in the manufacture and processing of a new drug or antibiotic, from handling of raw 
ingredients to final packaging, must be approved by FDA, whether carried out by the original 
manufacturer or by some subsequent handler or repacker of the product. Pharmacists are not 
exempt from these statutory requirements. Generally, the agency regards mixing, packaging, 
and other manipulations of approved drugs by licensed pharmacists, consistent with the 
approved labeling of the product, as an approved use of the product if conducted within the 
practice of pharmacy, i.e., filling prescriptions for identified patients. However, processing and 
repacking (including repackaging) of approved drugs is beyond the practice of pharmacy and is 
thus subjed to the Act's premarket approval requirements. 

The agency has an established policy, articulated in Compliance Policy Guide Sec. 446.100, 
Regulatory Action Regarding Approved New Drugs and Antibiotic Drug Products Subjected to 
Additional Processing or other Manipulations (CPG 7132c. 06) (copy enclosed), concerning the 
manipulation of approved sterile drug products outside the scope of the FDA-approval. FDA is 
particularly concerned about the manipulation of sterile products when a sterile container is 
opened or othenMse entered to conduct manipulations. The moment a sterile container is 
opened and manipulated, a quality standard (sterility) is destroyed and previous studies 
supporting the standard are compromised and are no longer valid. We are especially 
concerned with the potential microbial contamination associated with splitting Avastin -- a 
single-use, preservative-free, vial -- Into multiple doses. When used intravitreally, microbes 
could cause endophthalmitis, which has a high probability for significant vision loss. The 
absence of control over storage, and delays before use after repackaging, only exacerbate 
these concerns. 

Avastin is approved for use in the treatment of colorectal cancers. The text of your alleged 
promotional material offers this drug to ophthalmologists. Avastin has no approved indications 
for use in the eye. As such, your tirm is distributing an unapproved new drug in violation of 
section 505 of the FDCA. Because the product lacks adequate labeling for its intended use 
(see 21 CFR § 201.128) yourfimi is also distributing a misbranded drug in violation of section 
502(f)(1) of the FDCA (21 U.S.C. § 352(f)(1)). 

Also, please note that, under section 301(a) of the FDCA (21 U.S.C. § 331(a)), the introduction 
or delivery for introduction into interstate commerce of any drug that is misbranded is prohibited. 
Under section 301(d) of the FDCA (21 U.S.C. § 331(d)), the introduction or delivery for 
introduction into interstate commerce of a new drug that has not been approved under section 
505 is also prohibited. 
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Further, we have been informed that, although your firm advises physicians that a prescription 
for an individually identified patient is necessary to receive compounded drugs, your firm has 
reportedly also told physicians’ offices that using a staff member's name on the prescription 
would suffice. Drugs compounded in this manner are not compounded consistent with the 
CFG, and FDA will not exercise its enforcement discretion regarding those drugs. 

The above violations are not intended to be an all-inclusive list of deficiencies. You should take 
prompt action to correct these deviations. Failure to promptly correct these deviations may 
result in additional regulatory action without further notice, including seizure or injunction against 
you and your firm. Federal agencies are routinely advised of the issuance of warning letters so 
that they may take this information into account when considering the award of government 
contracts. 

Please notify this office in writing within 15 working days of receipt of this letter of any steps that 
you will take to correct the noted violations, including an explanation of the steps taken to 
prevent the recurrence of similar violations. If corrective action cannot be completed within 15 
working days, please state the reason for the delay and the time within which the comection will 
be complete. 

You should address your reply to this letter to the U.S. Food and Drug Administration, New 
England District Office, One Montvale Ave., 4“’ Floor, Stoneham, MA 021 80, Attn; Ann 
Simoneau, Compliance Officer. If you have any further questions, please feel free to contact 
Ms. Simoneau at (781) 596-7732. 



cc: Charles R. Young, RPH 

Executive Director 

Massachusetts State Board of Pharmacy 
239 Causeway Street, S'" floor 
Boston, MA 02114 
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New England Compounding Center 

697 Wavetly Street, Ftasniagham, MA 01702 
Tel; gOO.994.6322 or 508.820,0606 
Fax: 88B.820.0S83 oi 508.820,1616 


January 5, 2007 

Ann Simoneau BY FACSIMILE A FEDEX 

Compliance Officer 
U.S. Food and Drug Administration 
New England District Office 
One Montvale Avenue, 4* Floor 
Stotteham, Massachusetts 02180 

Re: Warning Letter to New England Componndma Center. NEW-06-07W 
Dear Ms. Simoneau: 

We are writing to respond to the Warning Letter issued to New England 
Compounding Center (“NECC”) dated December 4, 2006. Thank you for extending our 
response due date to January 5, 2007. NECC is committed to complying with applicable 
laws and regulations and to ensuring high quality care for our patients. We appreciate the 
opportunity to clarify the nature of our pharmacy operations and to respond to the issues 
raised in the Warning Letter, 


At the outset, we note that the Warning Letter is based on an inspection of NECC 
that started on September 23, 2004, approximately twenty-eight months ago, and ended 
on January 19, 2005, approximately twenty-three months ago. FDA has not contacted us 
since concluding the inspection. Some of the letter’s assertions no longer apply to 
NECC’s operations. 

We have been advised by our counsel Slat the five most recent Warning Letters 
issued by FDA’s New England District Office to Doa-phannacy medical device and drug 
manufacturers were sent, on average, 1 10 days after the recipients’ facilities had been 
inspected. The Warning Letter we received arrived 684 days after FDA’s inspection of 
our pharmacy was completed. This twenty-three month delay is nearly a year and a half 
longer than the District’s recent average response tune. This prolonged gap between 
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inspection and Warning Letter does not comply with FDA’s procedures, which establish 
that decisions to issue Warning Letters must be made in s timely fashion, because they 
are “the agency’s principal means of notifying the regulated industry of violations and 
achieving prompt voluntary eoirection.”* The Warning Letter also mentions FDA’s 
concern about potentially serious health risks associated wi& the misuse by physicians 
and patients of compounded topical anesthetic drug products. We ake the welfare of our 
patients very seriously. We believe that FDA’s nearly two year delay in issuing the 
Warning Letter contradicts FDA’s rhetoric regarding the asserted risks associated with 
our compounded products. 

The Warning Lettof states that FDA believes that it has jurisdiction over 
compounded drugs because such drugs are “new drugs” within the meaning of Section 
20I(p) of the Food, Drug, and Cosmetic Act(FDC Act). The Warning Letter cte 
several court cases. However, it ignores the fact that the only federal court to have 
directly considered the issue recently rejected FDA’s legal theory. In Medical Center 
Pharmaev v. Gonzales, the federal Distria Court for the District of Western Texas 
granted the plaintiff phatmaeies’ summary judgment on their “claim that compounded 
drugs do not fall under the [FDC Act's] new drug definitions.”^ The court based this 
conclusion on “relevant case and statutory law, as well as legislative intenL”^ We do not 
understand why the Warning Letter ignores the single most relevant judicial opinion. 

The Warning Letter also refers to the Supreme Court’s pharmacy compounding 
decision in Ibomnson v. Western States Medical Center. '' bm neglects to mention that the 
MMcal . CgPthr Ph asiag court’s opinion stated that “the language of WsstenLStetes 

* FDA, Regulatory Procedures Manual 4-10 (March 2006). 

^ Med- e g. Pharmacy v. Gonzales. 45 1 F. Supp. 2d S54, S6S (W.D. Tex. 2006), 

aspsaldocketed, No. 06-515S3 (5th Cir. Dec. 11, 2006), 

’ li at §5E. 

’ 535 U.S. 357(2002). 
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dei^ioBstmtes that compousidisig is a process tiaat has b©^ approved by the SuprOT® 
Court.”* Accordingly, we believe that compounded drags are not automatically new 
drugs. 

Contrary to the Warning Letter’s assertson, NECC does not ocsmpound copies of 
FDA-spproved commeroiaiiy avsilablc drags, introduce uniiH»'oved new drugs into 
interstate commerce, does not need approved NDAs before dispensing its compounded 
medicatsons, and does not process ot repackage ^jjwved drags in a manner first would 
subject us to FDA regulation. Nor are our compounded medications misbiwided. NECC 
dispenses compounded medicatioas upon the receipt of valid prescriptions. We are 
engaged in the practice of pharmacy and comply with the MESsachusetts Board of 
Registralioa in Pharmacy’s laws and ?sdes. We engage in the ksad of activity that the 
Medical Center Phanmacv comt determinad does not result in the isjtroduction of sew 
drugs into intesslate comiaeree. 


Your letter assets that NECC is compounding trypan blue ophthalmic medications 
and 20% ammoIevuliEsic acid solution (ALA), and that these medications are copies of 
cotmnercjally available, FDA-approved drugs. Without sgreetag with tiie correctness of 
the Wanting Letter’s assertions, please note that we slopped filling prescriptiems for 
tiypaa blue in August 20GS ( 1 6 months beSore the Warning Letter) and for ALA in May 
2506 (7 months before the Warning Letter) for business reasons completely unrelated to 
the FDA’s assertions. 

Auestihette ©rang Products 

The letter also asserts that NECC has deweiqsed a ^assilarilked line of topical 
anesthetic drug products. This is not the case. NECC compounds a number of diffhrent 


451 F. Supp. 2d at g64. 
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topical anesthetic fonnulas containing a variety of component ratios. The fomwlatton 
depends on the prescribing physicians’ requests. Physicians do prescribe caain 
fonnulations more frequently than others, but these choices by physicians do not mean 
that NECC has developed a standardized formula end therefore acts as if it were a drug 
manufacturer. We compound solely in accordance with formulas detennined by the 
prescribing physicians. Moreover, NECC compounds a small volume of topical 
anesthetic medications. 

NECC currently uses die term “triple anesthetic cream,” (not “extra stren^ triple 
anesthetic cream”), but only as a way to literally describe the compounded medication as 
a convenience to our prescribing physicians. The term is in no way trademarked or 
branded. Assigning names to formulas is common in pharmacy practice, and does not 
mean that a pharmacy is a manufaxrturer. Nonetheless, to address FDA’s concerns on this 
point, should the FDA believe that our use of the term “triple anesthetic cream” is 
problematic, please advise and we will consider discontinuing that description of the 
compounded medication. As always, we will continue to require physicians to specify 
the desired chemical fomiulation in each patient-specific prescription. 

The Warning Letter alleges that there are potentially serious health risks 
associated with the misuse of compounded local anesthetic products because of the 
potential for systemic toxicity. Virtually all drags, including manufactured drugs, pose 
serious health risks if they are misused by physicians or patients. 

The Warning Letter also states that the courtesy prescriptions NECC provides in 
limited circumstances constitute “free samples,” and that this is inconsistent with the 
traditional prartice of pharmacy compounding. Although we do provide a very small 
quantity of medications (less than ten per month) free of charge, we do so only upon 
receipt of a valid prescription from a licensed practitioner to meet the unique medical 
needs of a particular patient Die provision of a prescribed medication at no chaise is 
within our ri^ts and is certainly not inconsistent with the practice of pharmacy. Thu.s, 
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these are not samples as that term is defined in the Prescription Drug Maiitetlng Act. A 
valid prescription does not become unlawfid just because we do not charge the physician 
or patient. Should the FDA believe our position on this mattet is incorrect, please advise. 

Repackaging 

The Warning Letter asserts that NECC’s repacking of Avsistin into syringes 
constitutes manu&oturing. However, your letter also expisins that “|g)etiera!!y, the 
agency regards mixing, packaging, and other manipulations of approved drugs by 
licensed pharmacists, consistent ivith the approved labeling of the product, as an 
approved use of the product if conducted within (he practice of pharmacy, i.e., filling 
prescriptions for identified patients,"* TMs is precisely what we do. NECC’s repacking 
activity constitutes the practice of pharmacy because we repackage Avastin only upon 
receipt of a valid, patient-specific prescription from a licensed practitioner. NECC also 
maintains an ongoing Quality Assurance Program including Sterile Compounding 
Standard Operating Procedures. All aspects of our sterile compounding and repacking 
operations were recently reviewed by an independent ej^ert, who confirmed lliai NECC 
is in compliance with all aspects of U.S. Pharmacopoeia (“USP”) 797. In fact, NECC is 
one of only several preferred compounding pharmacy vendors approved nationwide by 
Oenentech, the manufacturer of Avastin. to perfonn patient-specific repackaging 
services. This preferred vendor status was only awarded by Geneatech after carefirl 
considoatiosi of NECC’s capabilities and track record in the performance of patient- 
specific compounding/repackaging services. 

The Warning Letter alleges that NECC promotes Avastin for unapproved 
ophthalmologic uses. However, NECC does not proniote Avastin for say particular uses 
but rather only promotes our own ability to compound representative medications to 
iicensed practitioners for their patients. The physician’s decision to prescribe adrug for 


Warning Letter at 4. 


06 


5 



266 


Ob:ji Dadd'^^uibih 


MtUJ 


PAGE 


an off-label use, within the scope of the practice of snedicine, does not cause our 
repackaging to be improper. 

Finally, the Warning Letter states that NECC “reportedly” toW physicians that we 
would fill prescriptions written in the name of a staff member radier than in the name of 
an actual patient. This allegatjon contradicts all of our standard operating procedures, 
NECC has not made such a representation to anyone, and has no idea how or why FDA 
arrived at this allegation. Should the FDA have specific knowledge of anyone on our 
staff making such an assertion to any physician, please provide same and we will address 
the matter immediately. 

We believe that this response to the December 4* Warning Letter addresses 
FDA’s concerns in full. We understand that FDA has a policy whereby responses to 
Warning Letters will be posted on the FDA website at the Warning Letter recipient’s 
request. We therefore ask that this letter be posted on the FDA’s website. Wefiirther 
request, of course, that FDA redact all confidential business informaticin and all other 
information that is otherwise exempt from public disclosure under the Freedom of 
Infonnation Act before either posting this response on the website or releasing it in 
response to a FOI request. We also ask that you consult with us about the FDA’s 
proposed redactions before posting or otherwise publicly releasing the letter. 

Thank you, again, for your consideration. 

Sincerely, 

NEW ENGLAND COMPOUNDING CENTER 



Barry Caoden, SPh 
Director of Pharmacy 


cc James D. Coffey, RPh 

Imerim Executive Director, MA BOP 
Counsel 
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Food and Drug Administration 
New England District 
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One Montvaie Avenue 
Stoneham, Massachusetts 02100 
(781)596-7700 
FAX: (781) 596-7696 


October 31 , 2008 


Mr. Barry J. Cadden. Director and Pharmacy Owner 
New England Compounding Center 
697 Waverly St. 

Framingham, MA 01702, 

Dear Mr, Cadden: 

This tetter replies to your January 5, 2007 response to an FDA Warning Letter issued to 
your firm on December 4, 2006. We acknowledge and apologize for the significant 
delay in this correspondence. 

Your letter asserts that the unapproved drug and misbranding charges in the Warning 
Letter do not apply because of the decision in Medical Center Pharmacy v. Gonzales, 
451 F. Supp. 2d 854 (W.D. Tex. 2006). You also state that your firm engages in "the 
kind of activity that the Medical Cenfer Pharmacy court determined does not result in 
the introduction of new drugs into interstate commerce." 

As stated in the Warning Letter, FDA's position is that the Federal Food, Drug, and 
Cosmetic Act <FDCA) establishes agency jurisdiction over ‘new drugs," including 
compounded drugs. FDA's view is that compounded drugs are "new drugs" within the 
meaning of 21 U.S.C. § 321(p), because they are not “generally recognized, among 
experts ... as safe and effective" for their labeled uses. See Weinberger v. Hynson, 
Westcott & Dunning, 412 U S. 609, 619, 629-30 (1973) (explaining the definition of "new 
drug"). There is substantial judicial authority supporting FDA's position that 
compounded drugs are not exempt from the new drug definition. See Professionals & 
Patients for Customized Care v, Shalala, 56 F.3d 592, 593 n.3 (5th Cir. 1995) 
("Although the [FDCAj does not expressly exempt 'pharmacies' or 'compounded drugs' 
from the new drug ... provisions, the FDA as a matter of policy has not historically 
brought enforcement actions against pharmacies engaged in traditional compounding."); 
In the Matter of Establishment Inspection of: Wedgewood Village Pharmacy, 270 F. 
Supp. 2d 525, 543-44 (D.N.J. 2003), afTd, Wedgewood Village Pharmacy v. United 
States, 421 F.3d 263, 269 (3d Cir. 2005) ("The FDCA contains provisions with explicit 
exemptions from the new drug . . . provisions. Neither pharmacies nor compounded 
drugs are expressly exempted.”), FDA rtiaintains that, because they are "new drugs" 
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under the FDCA, compounded drugs may not be introduced into interstate commerce 
wShout FDA approval. 

As to your argument based on Medical Center Pharmacy v. Gonzales, 451 F. Supp. 2d 
854 (W.O. Tex. 2006), on July 1 S. 2008, the United States Court of Appeals for the Fifth 
Circuit issued a ruling in the case on appeal. Medical Center Pharmacy v. Mukasey, 
536 F. 3d 383 (5th Cir. 2008). The Fifth Circuit rejected the finding by the United States 
District Court for the Western District of Texas that compounded drugs are exempt from 
the definition of “new drugs" in the FDCA. The Fifth Circuit concluded instead that 
compounded drugs are “new drugs." The court also ruled on the severability of 
advertising prohibitions in section 503A of the FDCA, which were found unconstitutional 
in a prior Supreme Court decision, Thompson v. Western States Medical Center, 535 
U.S. 357 (2002).’ The Fifth Circuit held that the restrictions on commercial speech in 
section 503A of the FDCA could be severed from the rest of SOSA and that the 
remainder of 503A is valid and in force. 

The Fifth Circuit’s severability ruling conflicts with an earlier decision by the United 
States Court of Appeals for the Ninth Circuit, which held that the unconstitutional parts 
of section 503A are not severable and that ail of section 503A is therefore void. 
Western States Medical Center v. Shalala, 238 F.3d 1090 {9fh Cir. 2001). FDA has 
determined at this time that it will apply the non-advertising provisions of section 503A 
to entities covered by this provision that are located within the Jurisdiction of the Fifth 
Circuit (i.e., Texas, Louisiana, and Mississippi) as well as to the plaintiffs that brought 
the Medical Center Pharmacy case. Elsewhere, including in Massachusetts, the 
agency will continue to follow the enforcement approach reflected in the Compliance 
Policy Guide (CPG) section 460.200 ["Pharmacy Compounding’] issued by FDA on May 
29, 2002 (see Notice of Availability. 67 Fed. Reg. 39,409 (June 7, 2002)). 

Your letter states that your firm does not introduce unapproved drugs into interstate 
commerce and does not need approved NDAs before dispensing its compounded 
medications. We disagree. As explained above, FDA regards compounded drugs as 
new drugs that require agency approval before they are introduced into interstate 
commerce. Your firm’s compounded products lack this approval and therefore violate 
the FDCA. 

Also as explained above, while compounded drugs violate the FDCA, FDA generally 
exercises enforcement discretion when they are the result of traditional pharmacy 
compounding, This discretion is contingent on factors such as the preparation of 
patient-specific drugs that meet medical needs for which FDA-approved drugs are 
unavailable. 


' In 1997, Congress enacted, as part of the Food and Drug Administration Modernization Act of 1997 
(FDAMA), a provision that related to pharmacy compounding, codified in section 503A of the FDCA (21 
U.S.C, § 363a). 
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You state that you compound topical anesthetic formulas solely in accordance with 
formulas determined by the prescribing physicians. We acknowledge that you will 
require physicians to specify the chemical formulation on each patient-specific 
prescription for compounded topical anesthetic drugs. You also asked us to advise you 
whether using the term "triple anesthetic cream" to describe your compounded drug 
product is problematic. We find that use of this term implies the standardization of a 
compounded drug product rather than extemporaneous compounding for individually 
identified patients. 

In the Warning Letter, FDA also expressed concern that you were generating sales for 
the "triple anesthetic cream" by providing physicians with "courtesy prescriptions" (i.e., 
free samples) of compounded drugs, without valid prescriptions that respond to patient- 
specific medical need, which would indicate the distribution by your firm of a 
standardized drug product. The development of a standardized drug product Is 
inconsistent with the traditional practice of pharmacy compounding where pharmacists 
extemporaneously compound drugs upon receipt of valid prescriptions. In your 
response you assert that these "courtesy samples” are dispensed ‘only upon receipt of 
a valid prescription from a licensed practitioner to meet the unique medical needs of a 
particular patient" and that these are not samples as that term is defined in the 
Prescription Drug Marketing Act (PDMA). The Warning Letter did not allege that your 
practice violates the PDMA, and FDA does not take a position on this issue at this time. 
Nevertheless, we acknowledge your response that you provide a small amount of 
medication free of charge only upon receipt of a valid prescription. We will evaluate in a 
future inspection your current practices and any changes that you make to those 
practices and assess whether, despite these practices and changes, you produce 
standardized topical anesthetic products. We will not exercise enforcement discretion 
toward such products, 

Please note that your letter does not alleviate our concern about the health risks 
associated with (he topical anesthetics compounded by your firm. You state that 
"Virtually alt drugs, including manufactured drugs, pose serious health risks if they are 
misused by physicians or patients.” But the drugs compounded by your firm may be 
dangerous even if used as directed because they are extremely potent in comparison to 
FDA-approved topical anesthetic drugs. As noted in the Warning Letter, these risks are 
exacerbated if the safety-related information that accompanies these products is 
deficient. 

We acknowledge that you have stated that you no longer dispense prescriptions for 
compounded products containing trypan blue or 20% aminolevulinic acid solution. 

With regard to the repackaging of Avastin, we acknowledge your assertion that you 
repackage the product only upon receipt of a valid prescription from a licensed 
practitioner for an individual patient and your argument that tliis repackaging constitutes 
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the practice of pharmacy. However, each step in the manufacture and processing of a 
new drug, including packaging, must be approved by FDA, whether carried out by the 
original manufacturer or, in most cases, by a repackager. Pharmacists are not exempt 
from this requirement; however. FDA’s Compliance Poiicy Guide on repackaging 
(Compliance Policy Guide Sec. 446.100, Regulatory Action Regarding Approved New 
Drugs and Antibiotic Drug Products Subjected to Additional Processing or other 
Manipulations) provides that the agency will exercise enforcement discretion toward 
pharmacists who repackage approved drugs within the practice of pharmacy for use 
consistent with the drug's approved labeling. Your repackaging is not consistent with 
Avastin's approved labeling, where you repackage the drug from vials into syringes, and 
where the labeled precautions include “discard any unused portion left in a vial...." 

FDA is concerned about the manipulation of sterile products when a sterile container is 
opened or otherwise entered to conduct manipulations. The moment a sterile container 
is opened and manipulated, a quality standard (sterility) is destroyed and previous 
studies supporting the standard(s) are compromised and are no longer valid. We are 
especially concerned with the potential microbial contamination associated with splitting 
Avastin — a single-use, preservative-free viai — into multiple doses. When used 
intravitreally, microbes could cause endophthalmitis, which has a high probability for 
significant vision loss. The absence of controls over storage, and delays before use 
and after repackaging, only exacerbate these concerns. 

As stated in the Warning Letter, your repackaging is not- consistent with Avastin's 
approved labeling; therefore, for the reasons stated in the warning letter, we believe that 
your firm Is distributing an unapproved new drug in violation of section 505 of the FDCA 
and a misbranded drug in violation of section 502(f)(1) of the FDCA. 

Finally, we acknowledge your concern about the time between our last inspection of 
your pharmacy and the issuance of the Warning Letter, We agree that the length of 
intervening period was unusual. This in no way diminishes our serious concerns about 
your firm’s operation. 

Your firm must promptly correct the violations noted in the December 4, 2006, Warning 
Letter, and establish procedures to assure that such violations do not recur. Its failure 
to do so may result in enforcement action, including seizure of the firm’s products and/or 
an injunction against the firm and its principals. 

In a future inspection, we will confirm the commitments that you made in your response. 
We also wiil verify that your firm’s compounding practices are consistent with the policy 
articulated in the CPG, and that your firm’s operation is not otherwise at odds with the 
conditions under which the agency exercises enforcement discretion towards pharmacy 
compounding. 
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Please direct any questions you have to Bruce Ota, Compliance Officer. U.S. Food 
and Drug Administration, New England District Office, One Montvale Ave., 4th Floor, 
Stoneham, MA 02180. 


Sincerely, 

Bruce R. Ota 
Compliance Officer 
New England District Office 
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BEFORE THE STATE BOARD OF PHARMACY 
STATE OF COLORADO 
Case No. 201 1-3973 


CEASE ANB OESIST ORDER 


IN THE MATTER OF THE UNAUTHORIZED AND UNLAWFUL DISTRIBUTION OF 
PRESCRIPTION DRUGS AND/OR COMPOUNDED PRESCRIPTION DRUGS IN 
COLORADO BY NEW ENGLAND COMPOUNDING CENTER, INC., 


Respondent, 


Pursuant to guidance established by the Colorado Stale Bosad of Pharmacy (“Board’') at 
its January 15, 2009 meeting, documentation has been considered, including, but not limited to, 
the written complaint dated April 1 3, 201 1, 201 1, in the above-captioned matter, 

Based upon this review, the Board hereby finds that it has jurisdiction over Respondent 
and the subject matter herein, and that there exists credible evidence that Respondent has acted 
without the required license or registration, in violation of §12-22-130(2) and 12-22-802, C.R.S. 

The Board finds as follows; 

1. Respondent’s location at 697 Waverly St, Framington, MA 01702 is licensed or 
registered with the Board as a nonresident prescription drug outlet to dispense and deliver 
prescription drugs and/or compounded prescription drugs in the State of Colorado 
pursuant only to valid, patient-specific prescription orders. 

2. Respondent’s location at 697 Waverly St, Framington, MA 01 702 is not licensed 
or registered to distribute stock prescription drugs and/or compounded prescription drugs 
in the State of Colorado. 

3, On or around January 17, 2011 and March 24, 2011, Respondent distributed a 
stock compounded prescription drug from 697 Waverly St, Framington, MA 01702 to a 
prescription dmg outlet in the State of Colorado. 

4, Respondent’s conduct constitutes the unlawful distribution of prescription drugs 
into the State of Colorado, in violation of§12-22-130(2) and 12-22-802, C.R.S. 

WHEREFORE, pursuant to §12-22-125,2(9), C.R.S., the Board hereby ORDERS that 
Respondent immediately CEASE AND DESIST in engaging in the unlawful distribution of 
prescription drugs in the State of Colorado, in violation of §§12-22-130(2) and 12-22-802, 
C.R.S, 
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Within ten days after service of this order to cease and desist, Respondent may request a 
hearing on whether such acts or practices in violation Article 22 of Title 12, C.R.S. have 
occurred. Such hearing shall be conducted pursuMt to §§24-4-104 and 24-4-105, C.R.S. 


The Board Buthorized the undcrstgried representative to sign this Cease and Desist Order on its 

behalf. 


DATED this J^Wdey of ^ ^ 2011. 

STATE BOARD OF PHARMACY 



Program Director 
1 560 Broadway, Suite 1300 
Denver, Colorado 80202 


2 
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Please be advised that 1 am in receipt of the special report. 

The Massachusetts Board of Pharmacy will respond as soon as possible following a thorough 
eview and analysis of the same. 

if additional information is necessary, please contact me at|^H^m 
Sincerely, JD 


James D. Coffey 
Director 

Massachusetts Board of Registration In Pharmacy 

Department of Public Health 

Division of Health Professions Licensure 



To! Coffey, James D (DPH) 

'ubject! New England Compounding Center 


James 


Attached is the Special Report submitted to the Chief inspector for the Pharmacy Board in Colorado 
concerning the receipt of non-patient specific compounded products Into Colorado, Included In this 
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report Is the emal^oggsponde^^^^^ ||||||||||||||||^^ the FDA. Her direct phone number Is 

her is ||||H^ 

I would appreciate any Information that the Massachusetts Board could provide concerning if this practice is allowed 
under Massachusetts pharmacy law. 

Thank you. 



armacy inspector 
Colorado Department of 
Regulatory Agencies 
Division of Registrations 
Board of Pharmac 



CwtsiHDirf Prot«'Cfton 



CONFIDENTIALITY NOTICE: This message is intended only for the use of the individual to whom it is 
addressed and may contain information that is privileged, confidential and exempt from disclosure 
under applicable law. If you are not an intended recipient you are not authorized to disseminate, 
distribute or copy this e-mail. Please notify the sender Immediately if you have received this e-mail by 
mistake and delete this e-mail and any attachments from your system. 


n/3/2012 
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From: 

Sent: 

To: 

Cc: 

Subject: 

Attachments: 


ifc0.hh5.gov> 



Wardwell, Amben \ 

FW: New England Compounding Center (NECC) 

Attachment-1.pdf: Attachment- 2, pdf; Attachment - S.pdft hppscan45.pdf 


HI ■ 

I checked our Registration database and New England Compounding Center is not Hsted as having registered with us as 
a manufacturer With this e-mail, I am copying our New England District Compliance staff with the informatton you 
provided (lnw|^m^T^]ectabie hyaluronldase to Delta County Memorial Hospital) along with the Cease and Desist 
documents last year regarding NECC (see e-mail string below). I would suggest you get in touch with 

the Massachusetts Board of Pharmacy if you haveni already to Inform them of the firm’s activity and to see If there are 
any actions they may wish to take especially In tight of your Cease and Desist Order. 

I also checked the status of Wedgewood Pharmacy In New Jersey. They also are not listed In our database as having 
registered as a manufacturer. Under a separate e-nall. t will copy our New Jersey District Office with the invoice you 
collected, but as in the NECC case, you may wish to contact your counterparts with the New Jersey Board of Pharmacy. 

Let me know if you have any questions or wish to discuss further. 



From: Wardweli, Amber 

Subject: FW: New England Compounding Center (NECX) 

Thanks 

HH Is the CO for NECC. I'll ask him to followup if we have any questions. 


Amber 


From: | 

Setib Tuesday, May 
To: Wardweli, 

Subject: FW: New England Compounding Center (NECC) 


Hi Amber and I 


I had a phone call with Colorado Board of Pharmacy regarding New England 

Compounding Center (NECC). Attached Is the background information from Chris as weil as 
the Cease and Desist Order that the Board issued to NECC regarding their Illegal distribution of 
compounded drugs to hospitals in the Denver metropolitan area, The firm Is neither registered or 
listed with the State to. do business as a drug outlet. 1 know that you have some previous reg history 
with this firm and that they were the recipient of at least one warning letter. This Is just FY! but if you 
have any questions,' please feel to give me a call to discuss. 
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Object! New England Compounding Center fNECC) 


Attachment - 1 15 the report and exhibits that lead to the Cease and Desist Order; 

Attachment -2 is additional documents Pharmacy Board staff obtained at another facility (while related to NECC, it's 
unrelated to what actually led to the Cease and DesistOrder);and 

Attachment- 3 is the actual Cease and Desist Order, 

As always, thanks for your help. 


Chief Pharmacy Inspector 
Coiorado Department of 
Regutatory Agencies 

Division of Registrations 
Board of Pharmacy 




CONFIDENTIALITY NOTICE; This message Is Intended only for the use of the Individual to whom it Is 
addressed and may contain Information that is privileged, confidential and exempt from disclosure under 
applicable law. If you are notan Intended recipient you are not authorized to disseminate, distribute or . 
copy this e-mail. Please notify the sender Immediately If you have received this e-mail by mistake and 
delete this e-mail and any attachments from your system. 


2 
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STATEMENT OF INTERIM COMMISSIONER DR. LAUREN SMITH ON 
NECC INVESTIGATION 

BOSTON — Tuesday, November 6, 2012 - The following is a statement from 
Massachusetts Department of Public Health (DPH) Interim Commissioner Dr. 
Lauren Smith: 

Today I am announcing a development in our ongoing investigation into NECC 
and administrative changes at the Massachusetts Board of Pharmacy. These 
personnel actions stem from troubling information that has come to light during 
our ongoing review of the Board’s oversight ofNECC. 

We have discovered a Colorado Board of Pharmacy complaint against NECC, 
which was forwarded to James D. Coffey, Director of the Massachusetts Board of 
Pharmacy, on July 26, 2012. 

The information shared by Colorado showed that NECC had distributed 
manufactured drugs to many hospitals in that state between 2010 and 2012 without 
patient-specific prescriptions, in violation of NECC’s Colorado and Massachusetts 
licenses. The Colorado Board of Pharmacy contacted the FDA with this 
information and the FDA confinned to them that NECC was not a licensed 
manufacturer. 

As seen in the attached documents, this information was provided in detail by 
Colorado to Mr. Coffey in July, which he then forwarded to Board attorney Susan 
Manning and Board inspectors. The director of the Board is responsible for 
ordering investigations. Mr. Coffey failed to order an investigation or take any 
other action on the Colorado complaint. 

It is incomprehensible that staff did not act on the Colorado complaint given 
NECC’s past, and their responsibility to investigate complaints. Following the 
outbreak, staff also failed to disclose the existence of Colorado’s complaint to 
leadership at DPH. 

As a result of these findings, we have terminated James Coffey and placed Susan 
Manning, a member of a bargaining unit, on administrative leave pending the final 
conclusions of our investigation. We have identified highly qualified individuals 
to fill these positions and the important work of the agency will continue with 
even greater resolve at this critical juncture. 

There is no evidence at this time that staff informed Board of Pharmacy members 
about the Colorado issues. We continue to interview all Board members as part of 
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our investigation into their handling of this situation and will not hesitate to make 
further changes and personnel actions if vve deem them to be necessary. 

Since starting as interim commissioner, I have promised and delivered swift and 
decisive actions. 

I find the actions of NECC reprehensible. We have the right to expect that all 
companies producing medication for use in delivering health care to comply with 
laws designed to protect patient safety. But I also expect the staff charged with 
overseeing these companies to perform their duties with the highest standards of 
quality and supervision. I believe that failed to happen here. 

This investigation and the Department’s thorough response will not stop until we 
have a complete understanding of what happened, assign accountability where it is 
warranted and can be certain the failures that led to this tragedy never happen 
again. 

### 
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FOR IMMEDIATE RELEASE: 

November?, 2012 

FURTHER INFORMATION: 

Anne Roach (617)624-5006 

STATEMENT OF INTERIM COMMISSIONER DR. LAUREN SMITH ON NECC 

INVESTIGATION 

BOSTON — Wednesday, November 07, 2012 - The following is a statement from 
Massachusetts Department of Public Health (DPH) Interim Commissioner Dr. Lauren 
Smith: 

Today I am announcing a development in our ongoing investigation into NECC and 
administrative changes at the Massachusetts Board of Pharmacy. These personnel actions 
stem from troubling information that has come to light during our ongoing review of the 
Board’s oversight ofNECC. 

We have discovered a Colorado Board of Pharmacy complaint against NECC, which was 
forwarded to James D, Coffey, Director of the Massachusetts Board of Pharma cy, on July 
26, 2012. 

The information shared by Colorado showed that NECC had distributed manufactured 
drugs to many hospitals in that state between 2010 and 2012 without patient -specific 
prescriptions, in violation of NECC’s Colorado and Ma.?sachusetts 1 icenses. The 
Colorado Board of Pharmacy contacted the FDA who confirmed that NECC was not a 
licensed manufacturer. 

As seen in the attached documents, this information was provided in detail by Colorado 
to Mr. Coffey in July, which he then forwarded to Boa rd attorney Susan Manning and 
Board inspectors. The director of the Board is responsible for ordering investigations. Mr. 
Coffey failed to order an investigation or take any other action on the Colorado 
complaint. 

It is incomprehensible that Mr. Coffey and Ms. Manning did not act on the Colorado 
complaint given NECC’s past, and their responsibility to investigate complaints. 
Following the outbreak, staff also failed to disclose the existence of Colorado’s complaint 
to leadership at DPH. 

As a result of these findings, we have terminated James Coffey and placed Susan 
Manning, a member of a bargaining unit, on administrative leave pending the final 
conclusions of our investigation. We have identified highly qualified individuals to fill 
these positions and the important work of the agency will continue with even greater 
resolve at this critical juncture. 

There is no evidence at this time that staff informed Board members about the Colorado 
issues. 
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I find the actions of NECC reprehensible. We have the righ t to expect that all companies 
producing medication for use in delivering health care to comply with laws designed to 
protect patient safety. But I also expect the staff charged with oversight to perform their 
duties to the highest standards. That failed to happen here. 

Since starting as interim commissioner, I have promised and delivered swift and decisive 
actions. This investigation and the Department’s thorough response will not stop until we 
have a complete understanding of what happened, assign aeco untability where it is 
warranted and can be certain the failures that led to this tragedy never happen again. 
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Ffom; Pontikas, Jean (DPH) 

Sent: Tuesday, November 18, 2004 2:22 PM 

To; Young, Charles (DPH) 

Cc: Coffey, James D (DPH); Manning, Susan (DPH) 

Subject; RE; NECC 


Thank you for (he update. 

— Original Message 

From: Yourig^ Charles (DPH) 

Sent; Monday, Noveinber iS, 2004 1:07 PM 

To; Pontfhas, lean (DPH) 

Cc Qrffey, lames D (OP H); Manning, SiEsh (DPH) 

Subject; NECC 

Hi Jean; 

Wanted to update you on the above-referenced matter. The company (compunding pharmacy) did not accept the 
consent agreement the Board offered (probation + terms) and the counter offer submitted by his counsel wR! be 
discussed with the Board next Tuesday(1 1/23/04). 

I will keep you updated 

cy 


Charles R. Young, R.Ph., Executive Director 
Board.of Registration in Pharmacy 



2-63 
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From: Ponflkas, Jean (DPH) 


Sant: Friday, October 28, 2005 4:00 PM 

To; Young, Chartos (DPH) 

C«: Manning, Susan (DPH); Coffey, Jamss D (DPH); Penta, Samuel J (DPH) 

Subject' FIE: Barry Cadden/NECC 

Yes. HI Cartjl - please set up a meeting to discuss this and ask Chuck for names of oUrers who should be 
invited. Thanks. 

— Original Message — 
nwii Young, Chariss (DPH) 

Sent! Friday, October 28, 2005 2:04 PM 
To! Pontlkas, Jean (DPH) 

O:: Manning, Susan (DPH); Coffey, James D (DPH); Penta, Samuel J (DPH) 

Subject! FW; Barry Cartden/NECC 

Hi Jean: 

Could Carol set up a tima next weak to discuss these cases? 

Thanks 

Chuck 


fhaass Note Change in Contact Information ■ 
Charles R. Young, R.Ph., CPE 
Executive Director 



9:04 AM 

Subject- Barry Cadden/NECC 
HI, Chuck- 

When we last communicated about Barry Cadden/NECC, there was talk of having a 
meeang to sort out a way to proceed. Should we try to do that? 





Orjc 

From:! 

Sent: T 
To: Young, Charles (DPH) 


VR/2017. 


2-69 
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Please Note Change sn Contact Information 
Charles R. Young, R,Ph,, CFE 
Executtva Dlredor 
Board of Registration In Pharmacy 


Original Message 

From; Pontikas, Jean 
SantiFrWaVjNovenib^S, 2005 9:07 AM 
To: Young, Charles (DPH) ' 

Cc: Manning, Susan (DPH) 

Subject: RE; NECC/Cadden 


1 Ihfrik It looks line and dond have any comments to offer. Chuck? 
O riginal Message 

Sent. Friday, November 18, 2005 8:52 AM 
To: Pontikas, lean (DPH); Young, Charles (DPH) 

Cc: Manning, Susan (DPH) 

Subject; NECC/Cadden 



Prosecuting Counsel 
Department of Public Health 
OHIce of Qeueial Counsel 



2-180 


T 1 




287 


Page 1 of I 



From: Pontikas, Jean pPH) 

Sent: Friday, December 02, 2006 2:33 PM 

To: Cofey, James D (DPH); Young, Charies (DPH) 

Subject: FW: NECC^adden: phone number for Phamiaceutfcal Systems 
Pertiaps some more good news. 


— Ori gindl Message — 

From: 

Sent: Frkfey, December 02, 2005 2:29 PM 
To: Young, Chailes (DPH) 

Cc: PonOk^, Jean (DPH); Manning, Susan (DPH) 

Subject; NECC/Cadden; phone number for Pharmaceutical Systems 

I spoke with ^■|||||h NECC/Barry Cadden's attorney, today. They are Interested in the Consen^^^ 
Agreement an^^^^ouid like to idenb'fy an evaluator for Board approval. He mentioned 
who has worked with NECC. and I said that the Board was Interested In a new evaluator, so there would 
be absdutel^j^uestlor^bouUndependence. I provided him with the name, address and phona 
number of llllll^^ one evaluator that has been approved by the Board. He 

expressed som^rererenc^^amn-state evaluator, because of the additional cost which may bo 
involved In transportation and housing for an out-of-state evaluator. He agreed that he wilt work on this 
issue and be back in touch next week. 







1 /oMnt O' 
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From: 

Sent: 

To: 

Subject: 


Penla, Samuel J (DPH) 

9:13 AM 

FW: NE Pharm 



-■ Original Message 

From: Penta, Samuel J (DPH) 

Senti Friday. SeDtejiiber 16. 2005 8:47 AM 


Subject: FW; NS Pharsn 


Original Message--- — 

From; Young, Charles (DPH) 

Sent; Friday, September 16/ 20QS &;23 AM 


Cc: Coffey, Jajnes D (DPH); 
Subject: RE; NE Pham 



Good Morning | 


Please be advised that at the present time the Board of Registration in Pharmacy does not 
have any such 5% rule and 1 suspect that the registrant is well aware that the only way he 
is permitted to provide a legend dmg product is pursuant to a written or oral 
prescription. 

I really appreciate this alert and will forward it through appropriate channels to ensure 
the registrant is made aware of this fact. 


Sincerley, 


Chuck Young 

Please Note Change In Contact Information 

Charles R. Young, R.Ph., CFE 

Executive Director 

Board of Registration in PIxarmacy 



From: jjjjHtHHHHHHHHHHHHHHHHIi 

Sent: Friday. September 16, 2005 9:09 AH 
To: Voting, Charles (REG) 

Subject: RE; NE Pharro 


Chuck, 

We have looking to purchase some products from New England Compounding Center in 
Framingham, The products we are looking at are not available from 
p)hannaceutical manufacturoi’s or have been' hackordoicd by pharnwcouticaX 

21-78 
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manufacturers . 

Our business with them aa been on a per patient prescription basis. They are 
willing to sell us items without a patient, name and dispense the prescription to 
Brigham and Women’s Hospital as long as the products are used in-house. They 
claim that they are 

allowed to do this without a patient name as long as this type of prescription 
volume is less than 5% of there total prescription filling. 

Does this sound ok? They claim that they have been in contact with the Board of 
Pharmacy regarding this issue. 


?-77 
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Pontlkas, Jean fDPH) 

LWiaiWaWllMWBlItg li W I II 


From: 
Sont: 
To: ■ 
Cc: 

Sub/ect: 


Manning, Susan (DPH) 

Monday. April 24. 2006 2:12 PM 
Pontikaaj Joan (DPH) 

Young, Charies (DPH); Coffay, James D(DPH) 
NECC Follow-Up 


Attachments: 


2 guilty of selling bad aterife®^ to hospitals Chicago Trlbune.htm! 



2 gvBV of seJfing 
bad ^9lL. 

i Jean - l5ote coneluaion aa reported in 4/14/OS news Item. 

On Chuck' a return today, we reviewed the NECC connmmlcation dated 4/19/06 (I believe a 
copy was placed in your box last week). The very specific (tho not clearly 'inajorl items 
to be completed at this point appear to be recomJnended HVAC work aclioduled for May 16; 
gowna and eleeves ordered are expected to be reooived this wock; and new procedures re: 
sterilizing filter testing to commence with next lot ordered form Milllpore {projected 
date not specified in response) . 


The NECC response coswnente ten Par. 2. re; one way flow in. Clean Room 2 (not agreed to be' 
"wise® by NECC - causing possibility of outaide air flowing into clean room- from 
continuous egress thru emergency exit) and re: par. 3. re: retention, of certain non- 
essential equipment in 'current' location appears to not clearly present a risk to sterility 
since sterile prep is performed in the mioroenvlronmonte in this room which is maintained 
aa a clean room. These last items can be reviewed by the Board at the S/9 laeeting. 


Let UB know .If you have any qvieetiona or direction *- SM 






Most o-inailed 
Oast 24 toms) 






Past week 


Iinagaa In news 

Day} Photo PBgo 
SpoQsored bv Ritz 


2 guilty of selling bad - 
sterilizers to hospitals 

By Michael Higgins 
T^une staff reportfer 
PubU'ahcd April 14,2006 

A ftderst jury found twomediooJ'produoUcxecutivntguil^ 
Thursday of ohsrges that they sold millions of dollars in faulty 
sterillasdon equipment to hoTpitaJa in the f990a, 

Ross Caputo, former CEO of Mundalein-lpfieedAbtax Inc., 

Robert Riley, iho corapervy's fbmier vice pmsident of rcgulalpry 
aflhin, falsdy rq>fesented to hospitals diitthe U.S. Foi^ and 
Drug Admiaiotrahon had approv^ (heir stedlizatkat mechinea, 
prosecutors said. 

The FDA had warned Ataiox (hat themschlncs should not be sold, 
and the product's Inability to properly atenlize medical Instniments 
caused 1 8 patfeots to he blind od in one eyo, prosecutos eatd. 

'^Abtox sold 168 of the machioes &oci about l9Mto 1998, aaming 
about SlSmflllon in revalue, proaeoutaraeald. Abtoz later went 
bankrupt 



Caputo slumped back In his obsir as a courtroom deputy read (ho ^ 
jury's verdict. JUley dropped hia bead, covering Ws ftec with his 


arms. 


Both Caputo and RUcy were convicted on more dian a dozen 
charges, Inctudiog conspiracy to de&aud tho FDA and salcof a 
inislffBnded medlcel device. 


The trial took nmo wccha. The jury tetutoed its verdict in leas than 
two days. 

U.S. District Judgo Ruben CostlUo la scheduled to sentence both 
men cm July 12. Under federal g^iidelifics, ibey couM face 10 years 
or ranre In prismt, prosecutors s&id. 

.Riley's attorney Jonathan Feld said he expects hia client to appeal, 
but he declined to commit further. An attom^ for Caputo could 
not be reached. 


The product at Issue uses clicmicels to sterilize mcclica) 

- tnstTumenIa al low teroperatunes. Qsputo end Riley said they had 
acted in good faith and believed they had dio right to market ths 
product. 

But Assistant U.S. Atty. Mrchad ^rlaiwi argued firnt fhc FDA had 
appr^^ a srrisJief Ve^on oT cKc Abtox storlliz^ for catam 
pDTposos, 
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That produc! wouldn't sell, so Abtox, whlckwas sttv^Ung 
financially, creeled afar larger, unspproved product and tnariceted 
it aggressively to hospitals, Ourland said. 

"The defendorts pulled e baft-Bitd'Switeh on the PDA," Gurland 
said TbuTsetay. Ho said that during the trial, an Abiox official 
testified that Ceputo told him to sell as many of the stmlizere as 
ho could "before Ific FOA calchM on." 

Thoinjyred people Included (bice podenis atiUvenswood 
HospitaJ in 1996, Quilond sold, 
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